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PROCEEDI NGS
QOPENI NG RENMARKS

HAROD T, SHAPIRO Ph D
DR SHAPIRO As you recall, our agenda this

norning is primarily focused around two panel s.

One panel representing in sonme sense -- | do
not mean that we have el ected representatives and so on
-- but at |east representative of pharnmaceutical and
bi ot echnol ogy conpani es and one that deals with
research firns that are heavily involved in this area.

First of all, |I would like to begin by
wel com ng our guests. W very much appreciate all of
you being here today and we know that this is a
considerable effort on your part and tine taken out
from busy -- other busy things you have to do and we
are very, very appreciative of you being here today.

| think, as all of you know, we -- one of the
efforts we are in the mdst of is evaluating in broad
but we hope effective terns the general oversight

mechanismin this country for the protection of human

subjects. | nmean, | do not need to tell you what that
systemis. It is just that it has been in place for
roughly -- well, for quite a long tine now dependi ng on

whi ch date you take as a starting point.

And we have been asked by the representatives
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of the President and so on to take a -- to review that
to see if it is still serving the country well and
whet her there are any alterations, suggestions and
anendnents that we m ght reconmmend at the end of our
st udy.

We hope that this study wll be conpleted
roughly around the turn of the year. That is our
obj ective now and we seemto be on track.

And we have deci ded that we woul d | ook not
only at the protection of human subjects that sonehow
fall under the current oversi ght nechani sm but whet her
there are human subjects el sewhere in this country who
sonmehow fall outside that oversight system and shoul d
per haps be nmade part of it. This is one of the things
that we are considering.

And so we are very grateful that you have cone
here today because together, both individually and
toget her, you represent very inportant parts of the
system of bi onedi cal research where human subjects nay
be i nvolved at |east in sone of the work that you are
i nvol ved in.

And so we are really | ooking for sone help and
sonme insight to decide -- just help us informbetter as
to what we should think about and what we ought to be

concerned with, with respect to assuring that human
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subj ects get appropriate |evel of protection w thout
trying to close down or in any way inhibit very
I mportant research from goi ng on

Now sone tine ago, | cannot renenber the exact
date, NBAC, in fact, adopted a resolution that al
Anericans who -- and | will just paraphrase it. | do
not nmean to be repeating it exactly -- who serve and
participate as subjects in nedical experinents ought to
sonmehow receive the twin protections of inforned
consent and i ndependent review That, of course,
occurs in -- already in a good deal but not all of the
resear ch invol ving human subjects so that is one of the
areas that we are interested in and trying to
I nvestigate what, if any, changes we ought to reconmend
in federal regulations in this respect.

So as, | think, comm ssioners know, this is --
today's session is organi zed as a panel and a
conversation between ourselves and our guests. Wile |
certainly will allow our guests to have -- say anything
they would like to, to begin with, that is not
necessary. W were not expecting -- they were not
expected to do that, | think

| think we just want to start right off into
gquestions but | would really invite our guests at any

time if there is sonmething they want to say that is not
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in direct response to a question but you want to put
that issue before us, you are nore than wel cone to do
It because we nmay or may not hit on issues which you
think are really quite inportant and which you want us
to consi der.

Only one logistical issue and then we w ||
start off. |If you want to speak and be heard j ust
press this button in front and the red light will go
on. Then you are ready. And when you are finished if
you would turn it off that sort of nakes the sound
system work reasonably well.

Now |l et nme start off by just asking the
question which | really referred to a nonent ago and
then see what responses you may wish to offer and then
we wll see what other comm ssioners mght have in
their mnd.

As | said, there are human subjects
protections in place for an awful |lot of research in
this country but on the other hand there is research
that is going on that is not covered by current federa
regulations. |If research is not involved in the FDA
process and it is not financed by the Federal
Governnent there are really no regul ations that apply.

| guess the issue is, is this an issue? |Is

this a problen? And if it is a problem should
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anyt hi ng be done about it? | do not know who wants to
address that issue first.

Yes, Bert?

ETH CAL AND PQLICY | SSUES | N THE
OVERSI| GHT OF HUMAN SUBJECTS
PANEL 1: PRI VATE SECTOR ROUNDTABLE
PHARVACEUT] CAL._AND Bl OTECHNQL OGY COVPANI ES

DR SPILKER  Thank you, Dr. Shapiro. It
certainly is a pleasure to be here today and thank you
for the invitation.

The pharnmaceutical industry, in general, and
in particular and specifically, does go through |IRBs
for literally all of the intervention studies involving
human subjects so we believe that there is not a
category of intervention studies that we are not using
IRBs even in situations where it is not required to do
so.

However, in observational research,
particularly studi es where archived data or tissue
sanpl es are used, the majority of those studies also go
t hrough IRBs but | would not say that every one of
t hose studi es does but we believe the systemis working
well, that we are actively participating in follow ng
all the rules of the system

I think some of the issues which you may get
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to later, and I will not go into it now, may have to do
with work | oad of the IRBs and how that can be
addr essed.

DR SHAPIRO Can you please say a word, so |
will just understand better, what you refer to as
observational studies as opposed to the tissue studies
or the others?

DR SPILKER Wl |, observational studies are
a very broad category. It certainly would involve or
could involve a |l ot of epidem ol ogical or
phar macoepi dem ol ogi cal studies in |arge nultipurpose
| i nked aut onat ed dat abases whi ch | know do go through
| RBs before those are conduct ed.

The studies that | was referring to where you
get into alittle bit nore gray area where a study has
al ready been conpl eted, and a nunber of years |ater a
guestion arises and people want to go back to the data
to address that question. Well, | think if you have to
get archived tissue sanples that are at an institution
that conducted the trial you probably would -- and
think in all cases -- go through the IRB again and tell
themthat, yes, we now want to go back and | ook at
t hese archi ved sanpl es. But if you just have sone
data in your own | abs you mght -- or offices, you

m ght not go to an IRB just for a |look to address a
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si ngl e questi on.

DR SHAPI RO Thank you

Yes?

DR WANLESS: | would just like to concur with
Dr. Spilker. At Bristol-Mers Squi bb we ensure that
| RB approval is obtained for all studies in which we
are involved and that al so applies to any
col | aborati ons we have with external institutions or
academ c institutions and, indeed, we apply the sane
standards not only in the United States but to all of
our international research. W ensure that all of
t he necessary protection is taken exactly as though the
study was being performed in the United States.

DR SNIPES: | do not nean to be redundant but
A axo Wl lcone policy is consistent with that that has
been outlined by ny two col | eagues.

DR SHAPI RO Thank you. The sane experience?

DR WELLES: Yes. W have had had the sane
experience. | just would like to anplify on one point
that Dr. Spilker had made and that is the difficulties
of archived bi ol ogi cal specinens and in a nunber of
cases other inportant research questions have cone up
and we have had banked even plasnma sanpl es and we have
applied the regulations very strictly and not been able

to go back and do further assays unless the inforned
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consent froma particular site specifically said so and
t hat has been unfortunate in sone instances.

So you are sort of left with the issue of
either providing infornmed consent that is very all
enconpassi ng and vague, which we do not |ike to do, or
not doing the research we would like to do sort of
after the fact.

DR SHAPI RO  Bernie?

DR LO | want to first echo Dr. Shapiro's
t hanks to you for com ng and hel pi ng us think through
sone difficult issues. To follow up on your comments
about I RBs, one of the criticisns of IRBs is that they
are overwhelned with too many studies to | ook at.

They do not have the resources to have the
ki nd of personnel and other support they need to do
their job and it takes way too |ong to get approval s,

t hereby del aying research. | was wondering if you
could comment from your perspectives in the private
sector on those issues.

How | ong does it typically take for an IRB to
revi ew various studies in your organizations?

What ki nd of resources go into the IRB? |Is
t he chai rman pai d?

Is there |ine support to support the |RB?

And what suggestions can you nake for sort of
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streamining the I RB process so it does the job of
protecting human subjects but does not inpose undue
del ays or burdens on inportant research?

| have a sense that you may have figured sone
t hi ngs out because of your concern for being efficient
that may not be standard practice, for exanple, in the
uni versity | RBs.

DR SHAPIRO Dr. Spilker, | knowthis is
sonet hi ng you have t hought about so | amgoing to turn
to you first.

DR SPILKER Yes. | think Dr. Lo has gone
right to the heart of the issue here in these matters.

You have asked several questions and | wll try to
comrent on sone.

Nunber one, | would inmagine that the group is
wel | aware that nmany | RBs are charging for reviews and
those fees vary a great deal but the average fees are
maybe a $1,000 per review. It is hard to know |
never really did a survey of that but that is an
| npression that we have. So that is primarily to pay
adm ni strative staff to help them because wi t hout
adm nistrative staff, given the | arge nunbers of
protocols and i nforned consent and ot her docunents, and
periodic reports they have to review that woul d be

extraordinarily difficult to do.
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The i ndustry sees the wisdomin that.

| think sonme groups apply it primarily to
sponsored trials and not to trials submtted by
academ cs but | think there nust be a |ot of variation
in that anbng institutions.

Anot her point you were asking about has to do
with the work load. Well, we do think the systemis
working well. It is being burdened by an incredible
work | oad, not just by certainly industry trials but by
all trials in general

The nunber one approach that industry has felt
woul d reduce the work |oad -- we are not tal king about
the training of themand all the other things that were
in the 1Greport and have val ue and which we support,

and we do support nmany of the recommendations in that

docunent -- but in ternms of reducing their work | oad
the -- if there was a possibility of having a central
IRB not at all in the UK sense of the termbut a

central IRB that would be able to reduce multi-center
trials and this woul d be accepted by the |ocal |IRB,
never forced on them but voluntarily accepted by them
whi ch neans that sone of those in a trial m ght accept
It and sone woul d not, over a period of tinme probably
i n conjunction w th devel opnent of accreditation of

| RBs so that an | RB woul d be nore confortable and trust
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results of certain IRBs that their judgnents woul d be
able to be accepted in terns of conducting an expedited
review rather than a full review

I would inmagine that a | arge percent of the
trials |l ooked at by a local IRB could be elimnated. |
think that everyone realizes that when you | ook at the
governnent's five cancer cooperative groups, the ECOG
SWG POG, you know, they -- if they are going to do
200 sites they are going to have 200 IRBs | ook at this.

Now that is patently absurd in ny viewand | think in
many ot her people's views.

Now we do know that the NCI is going to be
conducting a pilot study starting this sumer,
hopeful |y, at which they are going to be exploring this
concept particularly for these cancer groups but |

think that the sanme principle certainly applies to all

ot hers.

Now we did prepare a white paper, which | know
has been distributed -- thank you, Eric, for doing so -
- to the nenbers so | will not go into many nore

details and even that does not totally address the
| Ssue.

Now t he i ndustry asked for and received a
neeting with OPRR and FDA, which was held | ast Decenber

14th, to address this issue that was set out in the
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white paper and we are working with both groups trying
to create -- well, with FDA in particular -- to create
a series of principles that they would be able to
endorse. This would not require changing | aws or
regulations. And with OPRR to pull together the
different aspects related to this.

W believe that if this informati on was nore
wi dely known to and becane known to the local IRBs it
will certainly take tine, there will be a | ot of
questions, there may be a | ot of skepticismin sone
areas, but | think that over tine it wll gradually
I ncrease and i nprove the situation.

Dr. Lo, you asked about how | ong does it take.

Well, the only answer that | know is too | ong because
some -- many institutions, nunber one, have policies
they will not even take a protocol to an IRB until a
contract is signed between the institution and the
sponsor. That sonetines takes a long tinme. Sone |RBs
do not neet very often. Mre institutions are having
multiple IRBs forned so that they can basically stagger
their nmeetings and neet nore frequently but |I do not
think that those -- sone of those are getting to the
heart of the problem

| think the real heart of the problemis how

do you decrease the work |load and bring it a bit nore
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under control.

DR SHAPI RO Thank you

DR SPILKER  Especially where it is
redundant .

DR SHAPIRO Do any ot her nenbers of the
panel want to address this particular issue?

DR WELLES: Yes. | would like to start with
the timng of review and in our experience it has been
highly variable and, to concur with Dr. Spilker, we
often have studies that have multiple sites. For
exanple, in ny group now there is a study that has 85
sites. GenenTech as a corporation has run sonme very
| arge cardi ovascular trials with 15,000 patients so you
can just imagi ne how many sites mght be involved wth
that and that really creates a lot of difficulties for
us to get our studies up and runni ng.

And just as another exanple, within my group
there is a Phase |-A study and we have had one | RB t hat
has not responded fully by six nonths.

So | would say for the academ c | RBs the range
of tinme would be one nonth at the very |east and that
woul d be unusual and it is up to six nonths and
typically can be three to four nonths.

In ternms of our own budgeting for IRB review

it generally costs us -- | think we allocate about 500
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and use that as an average so it could be nothing and
it could be up to $1, 000.

And to deal with these difficulties we are
attenpting now nore and nore to go to conmercial |RBs
and have as many of our sites that can utilize a
commercial IRB do so, so that at |east we can sort of
turn the key on a nunber of sites and I would have to
say that just qualitatively |I have not noted any great
differences in terns of the vigilance about safety
| ssues between either the academc or their conmmerci al
| RBs.

DR SHAPI RO Thank you.

Yes, Dr. Snipes?

DR SNIPES: It is going to be again a bit of
redundancy but | would just like to reiterate that the
maj or problemis the work |oad and the tine to review
protocols and when | amdesigning a trial | usually use
an average of eight weeks in the | RB approval process,
and that is sort of the mninmmjust because if you do
not get the timng right you will have to wait until
they neet again and they may already -- you have to
have a nonth in advance and getting the nmaterials to
t hem

So basically if you mss the neeting you are

at least two nonths away, particularly with the
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academ c I RBs, of actually getting the review

And you realize this is just the first tine
around. If there is an anendnent to the protocol or
sone safety material you want themto review -- during
the course of a three year trial you may add up to six
to seven nonths in | RB approval .

And again over ny 13 years, | started out with
no such thing as IRB fees and now they average -- | am
sort of in between the two figures you have heard just
because of a recent trial -- about $800 and that is
just part of the standard budget that the investigators
put forth.

DR, SHAPI RO  Any conment s?

DR WANLESS: It mght be worth just pointing
out for the sake of conparison that actually in terns
of efficiency the U S. is probably way ahead of
everybody el se. Most countries are | ess efficient but
on the other hand just to pick up on one of Dr.

Spil ker's points, there is in one or two countries this
concept of a central | RB whose opinion will then be
accepted by all of the other ones and | think if it is
correctly regulated that is an ideal situation.

DR SHAPI RO Thank you

Ata?

PROF. CHARO Thank you. | would like to
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conti nue the discussion about ways to nanage the
probl em of col |l aborative research, which we all
recogni ze as bei ng an enornous burden, and naybe urge -
- maybe ask if you could perhaps get a little bit nore
speci fic about sonme of the proposals that you are

consi deri ng.

Sonme of the problens that have been referred
to in the papers we have received have been differences
in the | anguage of consent forns, and nost of us would
recogni ze that often that is really a matter of style
rat her than substance.

In nmy experience, though, there have been
other tinmes where there have been di sagreenents that
are far nore substantive. One, for exanple, would be
one that mght | ook technical but actually often has a
substantive content and that is conpensation clauses in
which there is disagreenent about the |anguage that is
going to be used with regard to promses to subjects in
case of injury.

Interestingly enough, the prom ses are often
nore extensive in ny experience by the pharnaceuti cal
sponsors than they are by the academ c centers, which
tend to be nore conservative about saying we may not
cover your injuries.

And in ny experience that has often becone
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such a sticking point that the entire collaboration has
been at risk over the negotiation about the |anguage
and it has been particularly difficult in nmulti-center
research in which there has been concern by the sponsor
that varying |language at the different sites creates
yet another level of legal vulnerability.

More clearly substantive have been questions
such as the inclusion of wonen prior to the statenents
of policy at the federal |evel in which sone academ c
centers wanted nmuch nore aggressively to include wonen
at fertile years in their research but the
phar maceuti cal sponsors were much nore reluctant to
i nclude them Sonet hi ng whi ch can be docunent ed
enpirically.

More recently issues about the replication of
ol d studies that took place with single race groupings
in which the effort is sinply to see whether or not one
can replicate the data in a different context but in
today's mlieu perhaps it is nedically and/or
politically inappropriate.

When you have got these kinds of differences,
whi ch go beyond questions of style in the consent form
and where nere accreditation for conpetence does not
necessarily answer the question of what is the w sest

course of action, can you descri be what you are
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contenplating at this nonment as the range of possible
solutions to a central kind of streamined gui dance
that people can all buy into to substitute for this
kind of |ocalized review?

DR SHAPIRG Dr. Spilker?

DR SPILKER Well, | congratulate you in
aski ng about eight or ten very involved questions. |
will do ny best.

DR SHAPIRO Wll, soneone made a new record
yesterday wth 24 questions.

(Laughter.)

DR SHAPIRO | will not say who it was.

DR SPILKER  The first conment is that as we
envision this central IRB review it does not have --
say they review a protocol and informed consent -- and
we are saying that any one of these sites -- say there
are 200 sites in a trial, any one of them could be
asked to be the central one. It does not have to be a
new -- and we are not tal king about anything new. You
do not need any new |l aws, no new | RBs, and actually
precedent exists, conpassionate plea protocols often go
t hrough central IRBs, treatnment | NDs are al nost al ways
going through -- they are sonetines called nationa
| RBs. They have other names but this concept is not

new. It is not unique. That is the first point.
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There is precedent and especially with treatnent | NDs.

The point is they m ght approve sonething so
the local IRB gets this approval. They nmay say we wl|
accept the approval of the protocol but we want to | ook
at (a) the inforned consent and we are not going to
accept that because at our institution we want
sonet hi ng el se.

It has not been ny experience, and | defer to
ny col |l eagues here to point out sone exceptions if they
know of any, and it m ght be, where having different
I nformed consents at different institutions is an
Issue. | think the infornmed consents can differ and do
differ in nost of the trials where the protocol is
I dentical and they differ because the nenbers of the
| RB have different views as to the | anguage, the
contents, the disclosure, and the anount, and all these
things, and that is |legitinmate.

My point is this: You wll still reduce the
work load if you have say 150 out of 200 |ocal |RBs

accept the protocol and 100 of those not accept the

i nformed consent and go over that. It still can nake
it -- | amtal king about the whole system-- a lot nore
efficient.

So you do not have -- now you raised al so the

i ssue, which | totally agree with, the fact that the
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| RBs shoul d be | ooking over not only the financial
aspects that they deemrelevant to | ook over but also
adverti senents that are going to be used.

Now t hey can be used -- | ooked at by a central
one but it is certainly within the purview of the |ocal
IRB to say we want to | ook over these financi al
arrangenents that you have at our institution and this
I's our view, et cetera. So what | amdescribing is
sonet hing that does not have to be all or none, that
the local IRB has to buy into everything.

Now you rai sed the question of wonen of child
bearing potential. | would say the industry is very
proud of the fact that even though the pendulumin
soci ety has gone fromone extrene to the other, and |
was amazed at how far it went.

That we, | think, are being far nore
responsi bl e by sayi ng, "Look, wonen who are pregnant
shoul d not be getting new drugs in Phase Il when their
efficacy and safety is still being evaluated.”" W do
not really even know about the drug, let alone to put
theminto trials and we want to make sure -- get a | ot
nore data and have a | ot nore assurance before we wll
let themin trials. | think we are acting
responsi bly, ethically and appropriately in those

ar eas.
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You then raised the question of race. Well, |
was with a group yesterday that was with the Bl ack
Medi cal Association trying to figure out howin the
world they can try to enroll nore Blacks into clinical
trials when there is a lot of resistance in that
community to doing so. M point is this:

That there are a | ot of conpani es,
organi zations and others looking into this trying to
enroll and Bl acks are not the only mnority. You
have H spanics who have different cultural inmages and
activities and feelings. And sonetines it is religion,
sonetinmes it is culture, sonetines it is other things.

But the industry is not necessarily -- | think
soneti mes people |l ook at the industry and say, "Wy

haven't you done this," when the investigator is unable
to enroll those patients.

PROF. CHARO Dr. Spilker, | must have
m sspoken because ny goal here was not to attack the
positions of the industry. It was sinply to ask how
one handles the integration of nultiple IRBs with
different attitudes especially in Iight of the coment
in the white paper that the market will operate --
m ght operate to exclude centers that do not

coll aborate in the integration of these provisions.

DR SPILKER | amsorry if | m sunderstood
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your comments. | would say the industry recogni zes the
I nportance of these mnority groups and is taking steps
and sonetines realizing you cannot just try to go to
certain conmunities and bring people in but you want to
go to nmaybe enroll nore, as an exanple, Bl ack

physi cians into conducting clinical trials to make them
nore know edgeabl e.

| would say the FDA has, in ny view, a
wonderful attitude towards -- it is not just based on
race and gender but also age. They say we want to | ook
-- have the conpany stratify their data and anal yze it
based on those criteria and if there is no -- if
anyt hing conmes out, yes, do a separate study in the
aged; yes, do a separate study in wonen but for many
di seases there is no reason to do so.

So | think we have an appropriate bal ance
ri ght now.

DR SNIPES: | think along the sane |ines of
the | ast aspect of that question regarding mnorities
and wonen. The fact that the FDA does ask in | ooking
at data to analyze it along those strata in terns of
safety and response has certainly raised the
sensitivity wthin industry, specifically d axo
Vel | cone.

W actually have a group that is organized to



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

23

| ook at a policy in terns of inclusion of wonmen into
clinical trials, which has cone about in the |ast three
years. The whole point is to raise the sensitivity.

| think we are getting nore wonen in clinical trials.
In fact, we are beginning to have only wonen clinical
trials based on just sone of our research.

But the issue is it is not an excl usion
anynore. You have to have a rationale for why you are
not including wonen and | think we have alluded to
sonetines it is not the right thing to do because of
the risk of pregnancy or lactation but normally you can
bring wonen into trials earlier

W are bringing wonen into trials earlier. W
are putting urinary pregnancy tests early in the
exclusion/inclusion criteria because now that you can
do HCG urinary tests versus doing serumtests as we did
ten years ago, you can actually get a pretty rapid read
whet her or not a wonman is pregnant. Then you have to
| ook at the protocol and see what the duration is, et
cetera, but we are putting in those pregnancy tests
frequently in our trials.

In ternms of mnorities, it is still a
chal l enge for all of us and the industry as well, and I
t hink what we have tried to do or are trying to do is a

mul ti faceted approach to including mnorities. One is
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to go where mnorities are. Yes, you have to go to the
academ c centers. You have to go to the investigators
but you al so have to get advocacy groups wthin

communi ties, churches, whatever, where you have to
first educate about the disease, the ram fications of
the di sease, and any potential benefit it mght be to
participate in a clinical trial.

W are still living under the old Tuskegee
realm too, in terns of fear of clinical trials so it
Is still an ongoing -- | think it is an uphill battle
but | think education is helping in it and industry or
at daxo we try to be proactive in saying how -- based
on the popul ation and the preval ence of the di sease how
many mnorities would you expect to be init. And that

coul d be Hi spanic dependi ng on the di sease preval ence.

And keeping a track in a database of how nmany
wonen or mnorities are actually being enrolled in
these trials and then putting provisions in the
protocols or in the clinical design to try to enhance
recruitnment if we are not living up to the popul ation
preval ence or the di sease preval ence.

DR SHAPIRO Could | just ask a clarifying a
guestion on this issue and then | want to go to Larry.

You are next on the list here.
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I amnot trying to ask a question about the
policy or the justice issues involved here at all,
al t hough those are inportant issues but that is not the
source of ny question.

My source is -- my concern or question is that
I f you do have these, as you point out, a central |RB,
what ever nane we give it, which a local IRB can either
accept or not accept as you have -- as Dr. Spil ker has
suggested. It sounds |like a reasonable way to proceed
but one IRB of this 100 or two or half a dozen really
want the trial to have sone different way of selecting
patients. The other 144 do not require that.

Is that a problemfor the trials as you --
that you mght -- or not? | nean, how -- what woul d
you do with that issue? Maybe it is not a problem |
just do not -- | amjust asking a question.

DR SPILKER | believe today the sponsor has
a choi ce.

DR SHAPIRO Right.

DR SPILKER  The sponsor can say these two
IRBs feel differently. W wll, therefore, do a
separate study at those two institutions and we w ||
give a different protocol nunber. Let themgo off and
do a separate study.

Anot her option is it can say, well, we
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under stand you have strong feelings. W wll have to
decline your participation. That does happen.

Bot h those exanpl es happen and there are other
opportunities.

Anot her third option is if they wanted
sonething in addition to what was in the trial rather

than changing the trial that can often be acconmodat ed

by saying, well, at those two institutions they wll
al so do additional tests or studies that are -- you
m ght say an appendix, if you will, to the protocol,

and that is accepted as well.

DR SHAPI RO Thank you. That is very

hel pf ul .

DR WANLESS: Could | just add --

DR SHAPI RO  Yes.

DR WANLESS: -- just to pick up on this |ast
point. | think it depends on the stage of the trial.

If it is an early trial where you need to have very
rigid entry criteria and so on that has to be
maintained. But if it is in later phase trials certain
flexibility is probably preferable because that is
closer to the real life clinical situation and | think
we can accommobdate that type of flexibility.

DR SHAPI RO Thank you. That is very
hel pf ul .
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Larry, let ne go to your question. You have
been waiting patiently.

DR MIKE: Not to worry. | can only ask two
guestions at a tine.

(Laughter.)

DR MIKE The first one really does not -- |
do not need a response fromyou if you agree wth what
| amsaying. | amjust trying to paraphrase what was
said initially by all of you. And basically it is
this, is that even though you are not subject to the
Federal Common Rule, the partners that you routinely
engage in research in and testing are, and have
voluntarily extended that to these activities. And then
on top of that the FDA process does require sone hunan
oversight, and that is the way that fol ks go.

So in practice you are subject to those rules
except for those exanples that you nenti oned.

| have a specific question for Dr. Wlles. In
t he begi nning you nenti oned sonet hi ng about archived
tissues and every once in a while you get to a
situation where you just cannot do the research because
-- Is that because of the institution that is hol ding
the tissue and they have sone objections or sone -- it
seens to nme that it is not an insurnountable problem

and it seens to ne it is nore a msinterpretation of
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what is allowed on the rule. So can you expand a bit
on that?

DR VWELLES: Well, the exanple that | cited
was a few cases in which we have actually held plasma
sanples in our own freezers and wanted to go back and
do assays on those sanples. Wnt back and pulled the
I nfornmed consent forns and realized that they were not
worded in a way that woul d enable us to do additional
assays.

So when we outline the study to the patient we
actually say your blood wll be drawn for, you know,
routine chemstries, et cetera, et cetera, and if the
specific test was not nentioned we woul d not feel
confortabl e doing the additional assays.

W woul d have to go back and reconsent that
patient and often it is inpossible to find them

DR MIKE But | believe the rules allow you
that if it is a mninmal risk study that is exactly an
area in which -- and there are waivers for consent and
SO -- because, you know, you have actually asked the
subject for nore infornmed consent. That is what is
usual ly routinely asked for in a surgical specinen and
t hose kinds of things could al ways --

DR WELLES: | guess --

DR MIKE So it may be just a part of your
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bei ng extra careful --

DR WELLES: Exactly. | guess what | wanted
to sort of suggest is that we take a highly
conservative approach to the protection of subjects so
we woul d never do those assays in the absence of
speci fic consent and the patient know ng about it.

DR SHAPIRO Dr. Spil ker?

DR SPILKER | would |ike to expand on that
answer a bit if I mght. One of the major fears of the
pharmaceutical industry is that sone of the | aws being
proposed in congress on data privacy are going to be
prevent this type of research exactly and the reason is
that if you want to go back and get an infornmed consent
of the patient, and say there are 100 patients in that
trial, even if that trial was to finish [ ast week, when
you go back sone of those patients will have noved,
some of themw Il have -- | nean, hopefully, say | ast
year -- sone nmay have died, sone are going to be
I mpossible to find or to even explain it and get their
I nf ormed consent.

And | amcertain that everyone in this room
appreciates that if you get the inforned consent of 80
patients out of that 100 you cannot do that trial no
matter what you want because you have a biased sanple

and you can now not say we have taken these data from
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100 or 80 of the 100 who were in the trial. | nean,
because your results are going to be seriously, and
correctly, questioned by anyone | ooking at that.

So, therefore, what we want to ensure is that
we are not prevented from doi ng research because you
cannot go back to patients to get inforned consent when
the type of study you are going to be doing is of
mnimal risk or could not -- but still that study
shoul d be approved by the I RB

W are saying that an IRB or ethics commttee
can deal with it; can say, yes, this study is
reasonabl e; yes, you can go back and do that study.

DR MIKE Al | amsaying is under the
current rules that you would be able to do it.

DR SPILKER That is correct and we are

concerned about changes that woul d nmake that difficult.

You know, | do want to say that we do consi der
that we are working under the Common Rule in regard to
your first point. | nean, sone of the final -- | am
not an attorney so whether it is directly or indirectly
as you were describing, I amnot 100 percent sure, but
we certainly say, yes, we are working under the Conmon
Rul e.

DR MIKE Just a followup question. | am
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al so assumng --

DR SHAPIRO. This is the third question
Larry.

DR MIKE  kay.

(Laughter.)

DR SHAPIRO Only one next tine.

DR MIKE | amlearning. | have not gotten
up to 24 yet but I am/l earning.

I am al so assum ng that when you tal k about
| RBs you are talking -- you are routinely tal king about
your partner's IRBs. Al of the tenor of the
di scussion has been that it is not that you have | RBs
yourselves, it is the institutions that you are working
with.

DR SPILKER That is correct. There are a
few cases where pharnmaceutical conpanies may have a
Phase | unit thenselves and will have established one.
Those are exceptions. There are a few cases where
I nvestigators are really people working in a
phar maceutical conpany. That is pretty rare but |
woul d say 98 percent of what we are speaki ng about are
t he academ c or other institutional |RBs.

DR SHAPIRO Steve, let's go to you

MR HOLTZMAN: First, thanks for comng. Do |

have to go through all of ny conflicts of interest with
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t hese organi zati ons?

DR SHAPIRO No. Save us.

MR HOLTZNVAN:  Ckay.

(Laughter.)

DR SHAPIRO W know who you are.

(Laughter.)

MR HOLTZMAN. | will let that pass.

(Laughter.)

MR HOLTZMAN: | want to come back to Larry's
question and get out of the pragnmatics and up to a
| evel of principle because the way Larry represented
that first statenent, do you agree, was industry
conforns with the principles of the Bel nont Report and
the principles of the Coomon Rul e because we have to
because the institutions we work with have to.

And | think, therefore, it raises a view of
i ndustry under the current regine where there is the
possibility that we have of not working under those
strictures, that we want to stay outside of those
strictures.

Wth the result that you get this sense that |
have certainly had as | sit with ny col |l eagues here of
saying, why on earth does it matter where the noney
canme from of whether or not the subject of an

experiment deserves the protections so ny question is
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t he foll ow ng:

Allowing for the fact that people of good
faith can di sagree about what shoul d be the scope of
what is human subjects research, questions about
whet her a coded sanpl e shoul d be consi dered versus an
anonynous sanple. Let's bracket that question for a
second.

G ven the pragmatic fact that with
par adi gnmati ¢ hunman research, subjects research, we
essentially do fall under the Common Rule or the FDA
for the -- for a variety of pragmatic reasons, and
given the in principle reasons why we ought to, what
stops us as an industry from enbraci ng an expansi on of
human subj ects protections effectively that says it
does not matter where the noney cane from they should
apply.

DR SHAPIRO Press your light so we will al
hear you.

DR SPILKER | agree. |If you are talking
about the extension of the Cormmon Rule, if the Common
Rule were to be extended as it is currently witten and
interpreted, | believe the industry would like to see
the specific wording to see whether or not there were
any inplications for the industry.

| can inmagine a scenario where there m ght be
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some issues and we would |ike to adjust the wording.
The principle, | do not think is a problem

MR HOLTZMAN. | want to junp in there because
I think that is an inportant distinction. People of
good faith, both in -- not industry versus noni ndustry
but in general about -- and we have di sagreed here of
what is human subjects research. That is the breadth
of the protection. That is distinct fromwhether once
you have cone to an agreed upon breadth than that
shoul d apply regardl ess of the source of the noney.

| think what | am hearing you saying is if we
could cone to reasonabl e agreenent on the breadth we
woul d have no problem as an industry.

DR SPILKER | agree with what you just said.

DR SHAPIRO Is there a general agreenent
fromthe perspectives of the various people and Panel |
has al ready spoken, | think, quickly and efficiently.
Thank you

(Laughter.)

DR SNIPES: | would agree. | agree. | just
think it has to be carefully analyzed and justified as
we do it but in essence and phil osophy | agree.

DR VELLES: Yes, | would agree as well. |
guess getting then further into the definitions is

anot her matter.
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DR SHAPI RO Thank you. Eric, you are on the
list. D ane, you are next. Yes, Di ane?

DR SCOTT-JONES: | have three questions if
that is okay. First, | wuld like to hear --

DR SHAPIRO That is down fromthe 24 of
yest er day.

(Laughter.)

DR SCOTT-JONES: First, | would like to hear
you say a little bit nore about |ocal standards in the
review of research. You have said that sone
differences fromsite to site in large nulti-site
studies are fine, such as mnor differences in | anguage
for the consent fornms, but | would |ike to hear you say
alittle bit about the value that you place on the
I mportance of |ocal standards in the conmunities that
woul d be involved in multi-site studies, especially the
val ue you would place on that in relation to the val ue
you woul d place on uniformty.

And then the second question | have is about
t he conposition of commercial IRBs. Comng from
academ a, | do not know very nuch about conmercial |RBs
and | would like to know if you are satisfied with the
conposition of them Do they have adequate comunity
representation, for exanple? Do they have adequate

representation of different popul ati on groups?
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And then ny final question has to do with the
poi nt that you have nmade about waiting for |IRB review
and certainly | get annoyed with our IRB at ny
uni versity because of having to wait and then having to
make m nor changes and waiting again. | amwondering
what alternative you see to that. How could you avoid
sonme of that waiting to get on a schedule and to get
your protocols reviewd? Wat wuld yo do instead?

DR SHAPI RO Thank you. Wo wants to go
first? Dr. Spilker again. W are going to have to
stop going to you first in a mnute. W are going to
reverse this in a mnute.

DR SPILKER  You have asked three very
different questions, all of which are very appropriate.

In terms of |ocal standards, the PRINMR group in Boston
put on a two day programin Cctober of 1998 in
Arlington, Virginia, at which tinme they primarily were
| ooking into generally the concept that | have
described as central IRBs and | was interacting with
Bob Levine of Yale in trying to get this done and Lou
Lasagna and ot hers.

And a ot of -- they had all the
constituencies involved, all the different federal
groups, all the different academ c groups, associations

and others. Many, nmany people cane to that neeting --
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there were about 75 -- with the belief at the start
that the issue of |ocal standards would be a huge issue
and, therefore, they could not accept it.

One person, Dr. Friedman, fromthe | ndian
Heal th Service, was very clear on this by the end of
the neeting and described the fact that all of his
obj ections or potential objections were addressed.

| would say that everyone at the neeting -- or
at | east no one spoke out at the end, although they did
i n the beginning, that |ocal standards were a ngjor
probl em that people in -- people say, yes, those --
you can have central |IRBs but people in our area, we
are different. W have our views. Wich is not to say
that there are not different views but even the |ndian
Heal th Service he felt could Iive wwth this and if
there were specific cases or issues they could be
addressed and that would -- mght be -- so it mght
mean that in a certain nunber of -- with protocols or
I nfornmed consents they would not accept the nulti-
center central IRB review but in nost they woul d.

So | think that it is a very inportant issue,
question, but that it really turns out to be nuch | ess
of an issue or problemthan one woul d antici pate.

The second thing you asked was about

commerci al | RBs.



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

38

Initially when they started about 20 years go,
I, nyself, was extraordinarily skeptical and not so
much on the issue you nentioned of conposition, which
they neet all the national rules certainly and
guidelines, but in ternms of the ethical standards that
they woul d apply, because | can think of -- as | am
sure you can -- nunerous reasons why one m ght wonder
If their ethical standards were the sanme as the other
| RBs that were not the professional ones.

Yet at this neeting of PRIMR at which not only
western but other professionals were there, this
guestion was brought up on the table. | certainly did
not say a word but person after person attested to the
fact that they knew of not one single case, not even an
exanpl e, where one woul d question the ethics of
pr of essi onal | RBs.

Part of the evidence to support that is the
fact that the U S. Governnent has taken these
professional IRBs into academ c institutions to take
over the IRB function when there have been problens in
those academ c institutions and this has happened not
just once but in several cases. Not |arge nunbers but
we are tal king about four, five or six. | do not know
t he exact nunber today.

But the point is | think, that that is
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evidence in favor of the ethical standards and

certainly their conposition is correct. | do not know
If like Yale where you need five -- Yale has 30 people
on their IRB and then sone of multiple ones, | do not

know t he exact nunbers, although | think it is around
15.

Now the third question has to do with waiting
for IRBreviews. | will not repeat the comments about
the central IRBs. The nost obvious one is for an I RB
to neet nore often. Now an | RB can neet nore often in
mul ti pl e ways and sone of those can be determ ned by
trying to think out of the box. For exanple, having
certain -- if you -- you nentioned cases at your own
institution. Perhaps if these are m nor changes, they
could then be approved by an expedited review by the
chair or his or her designee.

And you are shaki ng your head yes indicating
that that can be done.

There are ways in which local |IRBs can say,
well, how can we nmake this nore efficient and | wll
stop there.

DR SHAPI RO Thank you very nuch.

Let me ask ny colleagues, | have a long |i st
nowin front of me, to ask a single question and, if

possi bl e, address it to a particul ar person on the
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panel but | think Dr. Welles has sonething you want to
add on this issue.

DR VWELLES: | did want to add that, in terns
of | ocal standards, we do not find themso nuch an
issue with regard to standards of practice. It is nore
that there is a great deal of variability as to what
types of reviews happen in the | RB.

For exanple, we sonetines find out of the blue
an | RB aski ng us about power cal cul ations and study
design issues and, quite frankly, often if they had
read the protocol carefully, they would have | earned
that these things were in the protocol.

But | think inplicit in doing large clinical
trials is that there is uniformty, that you have to
have sort of clean databases, that you have to have
certain types of patients enrolled, and if an I RB were
to sort of wish to enroll a different type of subject
that would create a difficulty. Fortunately, that does
not happen very often

So with regard to commercial IRBs | think I
had al ready nentioned that with regard to their
concerns about safety we have never seen any
qualitative difference between academ c institutions
and commerci al |RBs.

We, in fact, audit all of our comercial |RBs
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and we are not able to do that with academc IRBs. So
we are very confortable with the standards that are set
in the commercial |RBs.

DR SHAPI RO Thank you.

Davi d?

DR COX: So this gets back to sonething that
Steve Holtzman brought up, which | think was right on
target, which deals with the scope in order to get
peopl e on board for nore broad protections over all and
not di stinguishing, you know, what the noney is.

And it also is a question in relationship to
the FDA requirenents nowto -- in initial studies to
stratify and then perhaps foll ow up based on that
stratification if you hit something.

And you will get the drift right away that it
rel ates to how nuch you follow up individual patients
as opposed to doing case control studies.

H storically, it seens |ike the pharmaceutica
i ndustry has really relied a | ot on case contro
studi es because they are cheaper than having to go back
to individual patients but the nore you do this
stratification the nore you are required to do
stratification, the nore you have to dig people up and
go back to them and the nore val uabl e each person

becones. Al so, the nore risk there is, in ny
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personal view, to the person

So ny question to you -- and | cannot
actually, Harold, pick a specific person because |I do
not know who woul d be best in this.

DR SHAPIRO Al right. | will pick inthis
gr oup.

DR COX: Is this just |ike snoking dope? |
mean, this is not going to be a big problemor this is
where life is going. | amvery interested in terns of
how the industry views this, because in terns of risks
to people, | think it makes a big difference and the --
or -- so that is ny question. Are we going to be
really follow ng people nore and nore and, if so, do
you see that that nakes the inforned consent and the
human subject's protections -- if it raises additional
difficulties for you.

DR SHAPI RO You do not have to worry about
t he netaphor, just the question.

(Laughter.)

DR VELLES: Wwell, | think, though -- | nean,
typically we do -- by the tine we get to Phase IIl --
very large placebo control trials and we do stratify
of ten based on gender, race, you know, whatever -- age
-- depending on sort of the issues within the trial.

And, yes, if we find sone area where we would
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like to probe nore, we can use the data that we have
al ready generated fromwithin the trial to do that.

I think where we are concerned is that we w |
run into sort of gray areas or areas that may inpinge
on human subjects protection, is in the area that is --
we have not explored very nuch yet and that again is
about collecting biological specinens, going back,
trying to understand better, for exanple, why the drug
worked in a particular group of individuals, why it did
not work or why people had safety issues and that is
where we find this whole area daunting, and are taking
a very hard | ook at how to even get into this area
given the logistical issues, the regulatory issues, and
we are very concerned that it will becone extrenely
cunbersone to have separate consent forns to reconsent
individuals. W will not be able to find them et
cetera, et cetera. So there are a |lot of issues that
we are yet to -- that as a conpany we are | ooking at
with regard to biol ogical specinens but, you know, if
we have generated data and it is all confidential we
can go back and reanal yze and do subset anal yses, and
that is not an issue.

DR COX: But, Dr. Welles, if | heard you
correctly, you said that this is an issue at |east when

you have to collect materials that the industry does
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not have or is working through right now and that you
see it as a daunting problem

DR VELLES: Well, we as a conpany see that.
| cannot really speak for other conpanies. | nean, as
you are probably aware, the whol e issue of
phar macogenoni cs has becone of extrene interest and we
woul d i ke to understand why our therapies work in
peopl e, why certain subsets of individuals do not
respond, and hopefully tailor therapies for patients in
the future, and we can only do that by collecting
bi ol ogi cal speci nens and even -- you know, just the
| ogi stics of doing it is sort of daunting, and then
when you add the whol e | ayer of reconsenting patients
per haps and worrying about if you want to go back five
years down the line and you have di scovered a new gene
and you want to | ook at whether that is up or down
regulated in a tissue specinmen, one could foresee that
this would get to be a very difficult area.

DR SHAPI RO Thank you

Yes, Steve?

MR HOLTZMAN: Let ne give -- | amgoing to go
on that side of the table for a nonment w th our
experi ence because M Il ennium has been one of the
people in front on this. W have worked with about ten

phar maceuti cal conpanies, alnost all of whom have
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instituted the retention of sanples now with the

t hought of doing | ook back pharmacogenom c anal yses,
and we have worked with nost conpanies in terns of
devel opi ng appropriate consent forns, so as to be able
to do this.

This takes you into this whole area, which we
ki cked around for two years, about the notion of coded
sanples, the ability to continue to coll ect
| ongi tudi nal information, and being able to go back and
reanal yze a sanple when, for exanple, it is determ ned
that this single nucleotide pol ynorphi smcorrel ates
with this drug response.

And so it has been a question, and | know
d axo has been a leader in this area, and Bristol -
M/ers, with whomwe work in the cancer area in terns of
devel oping this, others have taken on this issue over
the | ast several years, PhRMVA forned a specific
genomcs kit and it was one of the -- that is a
commttee -- it is one of the key issues they are
focused on of how do we structure these consents.

And | can tell you, from 1994, when we first
started tal king about his to where the practice is
today, it is much nore sophisticated having thought
through this. This cones back, however, to sone of the

I ssues about what is human subjects research, how does
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that get defined in terns of the nedical records
privacy issues, and whether you have structured it in
such a manner where those studies effectively require
reconsents and recontacts, which nmay not be preferable
so it is a conplex area for that reason but the

I ndustry has been all over it for the last six years.

DR WANLESS: Could | just --

DR SHAPI RO Yes, please.

DR WANLESS: | would |ike to concur exactly
on that point. The issue m ght have been daunting at
one tine, but in terns of the oncopharmacogenom c
col | aboration that we have with MIlennium | think we
have wor ked that out very well. The situation is nore
conpl i cated, however, outside the United States.

DR. SHAPIRO. More conplicated for what
reason?

DR WANLESS: CQutside the United States.

DR SHAPI RO  Yes, | know but could you
explain why it is nore --

DR WANLESS: In terns of different |egal
approaches to this issue so we are not able to
I mpl ement this in all countries.

DR SHAPIRO | see.

Yes, Dr. Spilker?

DR SPILKER The question regarded case
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controlled studies, and | just wanted to coment t hat
this neans we are really talking primarily about Phase
'V, drugs on the market, whether in post-marketing
surveillance, large multi-purpose databases, or in
terns of tissues and ot her biological sanples archived
In conpanies. In Phases Il and IIl, prior to putting a
drug on the market, there will be fairly few case
control trials. Ckay.

DR SHAPI RO Ckay. Thank you.

WIl, did you have a question before? | was
not sure whether you wanted -- did you have a question?
No. WII?

MR OLDAKER  Yes.

DR SHAPI RO Pl ease.

MR COLDAKER  Any one of you, what is the
current percentage of comercial |IRBs as conpared to
institutional academ c IRBs that you are using right
now?

DR SPILKER There are said to be 5,200 I RBs
in the United States, although that is a guess. NH
bel i eves there are -- they have records of, | think,
3, 600.

W have sone people in the audi ence who can
gi ve perhaps nore a up-to-date nunber but that was a

nunber | heard in Congress. 1,600. At NH they
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are aware of an approximately 1,600 others they believe
exi st.

There are approximately 15 prof essi onal

MR OLDAKER. May | followup on that?

DR SHAPI RO Yes, go ahead, WII.

MR. OLDAKER. Wiat is the percentage of
prof essional |IRBs that your conpany or the other
conpani es woul d use in conparison to academ c?

DR SNIPES: Qur utility of professional |RBs
are still at a mninmm conpared to using |ocal |RBs.
Qovi ously, for sonme of the larger trials, which
probably -- | do not have the exact nunber -- somewhere
between 10 to 20 percent w |l probably use those.

Ei ghty percent of the trials, though, when you are
| ooking from you know, Phase Il to Phase IV, 80
percent of those will be using the | ocal |RBs.

DR SHAPIRO Yes, Dr. Welles?

Dr. WELLES: This is just a rough guess on ny
part, but | would say as a conpany overall, we have

probably used commercial |RBs ten percent of the tine

but as | alluded to before, I think we are nuch nore
Interested in pursuing that -- their use nore and nore
for the issue of centralization. It just nakes it

easier to start up studies.
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DR SHAPIRO Al right. David -- David, you
already -- Bernie, you are next.

DR LG | wanted to change the topic of
di scussion to the issue of the inforned consent process
so not the inforned consent form which is so often the
focus of interaction between investigators and | RBs but
what happens with the potential subject and the
I nvestigators when they are tal king about the trial.

| wanted to -- we have had a | ot of testinony
in the past here that it is very easy for patients who
are eligible for enrollnment in a trial to have a
m sconception that it is really therapy, as opposed to
research, particularly when the person doing the
enrollnent is also a clinician who has responsibility
for them

| was wondering -- this is really directed to
the three of you who are sort of on the front |line so
to speak -- to what extent do you get involved and sort
of suggest to investigators how to handl e that consent
di scussion in ways that first assesses whether patients
truly understand what the trial is about and what they
are likely to get fromit and, secondly, in particular,
I n your work you have devel oped any sort of useful best
practices that other investigators could use to sort of

hel p di spel what has been called this therapeutic
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m sconception that what they are really signing up for
Is the latest and best clinical therapy, which it nmay
wel |l turn out to be but you do not know that until you
have done the trial as opposed to doing, you know, a
research endeavor

So to the three of you.

DR SHAPIRO Dr. \Wanl ess?

DR WANLESS: Yes. | think this question is
really nore inportant, as you said, in a way than the
actual approval of the consent formby the IRB. Wat
we have done is to create a series of workshops for
every clinical trial which we are undertaking and the
consent formis, | would say, the nost inportant part
of that workshop and we deliberately role play how this
consent form should be used and point out any
particul ar issues that the investigators should really
pl ace enphasis on to nake sure that the patient is
truly maki ng i nforned consent.

DR LO Do you have built into this process
any assessnent of the subject's understanding as
opposed to what the investigator discloses?

DR WANLESS: That is a good question. W
have done that retrospectively in studies to find out
that; yes, indeed. Again, | amsorry if -- 1 apologize

if | keep bringing into this an international aspect
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but consent formoutside the U.S. is an even nore, |
woul d say, it is an area which we have had to pay even
nore attention to, because if the informed consent is
witten in the United States in U S. | anguage and then
is translated, there are all the issues of whether this
Is really correct or not but actually that also applies
inthe US if the person who is giving inforned
consent is not actually a native English speaker.
Therefore, | think it is inportant to nake provisions
for translations of consent fornms when necessary.

DR SHAPIRO Dr. Snipes?

DR SNIPES. Yes. Along those sane lines it
Is the | anguage, the translation, even in North
Anerica, but nore inportantly the | anguage can be
right, but they still cannot understand it because it
Is witten above -- it is supposedly an eighth grade
| evel , but frequently I find we really need to be nore
at a third or fourth grade level in terns of really
explaining to the patient what they are agreeing to and
frequently we spend a lot of tine. W wll have a
tenplate of language. It is easier for the site to
per haps use sone of the | anguage they tenporarily use
because perhaps it is already in a witten format or
sonet hi ng of that nature.

And it is obvious if you read it and if you
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had not gone to nedi cal school or at |east had not gone
to high school, you would not understand what the risk
m ght be, and so | anguage becones really inportant in

I nformed consent to nmaeking sure that people can

under stand what they are consenting to.

And, al so, one of the other areas that we have
trai ned our conpany personnel when they are goi ng out
to sites, and we do have site initiation visits either
as a group or individually, is making sure that
standard of care, whatever that mght be, is explicit
I n that docunent as well as the proposed treatnent
I ntervention because nost of the tinme they are placebo
trials anyway. And that we wite out what we nean by
standard of care, actually bringing everything to a
certain level in terns of this, is the m ninmum kind of
t herapy you will receive, whether or not you have
recei ved the active treatnent.

It is the infornmed consent frequently nore
than the protocol, that goes back and forth between
sponsor and the IRB, and frequently it is just to make
t he | anguage nore sinple.

DR SHAPIRO Could | just ask a question to
either of you or Dr. Welles in this case? | understand
the very careful procedures you are describing going

through trials that you are conducting. In the
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per spective you have spoken to, are those procedures
any different if, for exanple, you contract the trials
out for sone independent firmto do them for you? Does
that change in any way these kinds of concerns and
focus?

DR SNIPES: Again, when we are contracting
out, we sit down with that contracting group and have
these as m nimal standards or expectations and
sometinmes, not consistently, we will say this is a part
that we will still want to review all of these forns
even though you are the internediate for us at the
site. And | would say 90 percent of the tinme we still
review the tenplate and i nformed consent.

DR SHAPI RO Thank you

Dr. Welles?

DR WANLESS: Could I just --

DR VELLES: W --

DR WANLESS: Ch, excuse ne.

DR SHAPIRO Dr. Welles and then we will go
to Dr. \Vanl ess.

DR WELLES: Yes. W, in fact, wite our own
tenpl ate and we keep the | anguage sinple and, of
course, that does get adapted and anended at i ndivi dual
sites and we are also -- we al so have supplied

transl ati ons when necessary, et cetera, and we do the
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sanme in ternms of -- when we have an investi gator
neeting we go over the issues but, quite frankly, we
have not done a further assessnent to see how it has
been working. One can inagi ne again, when you have
per haps 100 sites, that you are dealing with different
Individuals, and it is very hard to do quality control
in terns of what is happeni ng when soneone is in an
office with a patient going over the consent form and
that is why | think our enphasis really is on naking
sure that the consent formis sinple, clear,
conprehensive in terns of outlining the risks and what
Is actually going on, and so we are sort of left with
that, and we do review 100 percent of the forns even if
we use the CRO

DR SHAPIRO Dr. \Wanl ess?

DR WANLESS: | would just like to add, Dr.
Shapiro, | think it is a very good question and in
ternms of choosing a CRO, we apply very stringent
criteria, and if we think they are not conplying with
the correct way of obtaining consent form then we do
not use them

DR SHAPI RO Thank you very nuch.

Yes, Dr. Spil ker?

DR SPILKER Dr. Shapiro, | would like to

comment on sonething else that Dr. Lo nentioned and
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that was the possibility of quizzing patients about
t hei r understandi ng of the infornmed consent.

I think building into clinical trials
assessing patients, and by a quiz, or however their
understanding of this, not only can but definitely wll
have a very serious negative effect on all clinical
research in the United States, whether it is academ c,

I ndustrial or otherw se.

| think this is a very inportant point. This
IS not a positive approach. It is a very -- and |
know he was not suggesting it but he was raising a
gquestion. This is a very theoretical comment that has
been through the literature in numerous areas because
of studies where patients have been grilled and
qui zzed.

I think the answer is present today and that
is when patients are given a copy of their informed
consent to take hone they can refer to that at any
tinme. They can share it with famly nenbers. They can
show it to others and they can discuss it and digest it
at their leisure.

When people are in the process of having the
I nfornmed consent explained, they nmay not be in the best
position to retain all the information, and just asking

themthe questions five mnutes after that, which is
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one approach, not the only one, | know, of assessing
their retention of the information has not really been
shown, | think, to facilitate things and | think it is
a big threat.

DR SHAPIRO Bernie, is this a quick
questi on?

DR LO It is a follow up.

DR SHAPI RO  Ckay.

DR LO If I could just follow up because
think this is an inportant issue. In the recent gene
t herapy protocol at Penn, which has cone under sonmewhat
scrutiny, one of the allegations nade is that the
subj ect, Jesse Celsinger, did not really understand
that this was a Phase | study, and sonehow was under
the m sconception that he m ght benefit, and was not
really aware that there were serious risks.

So it is this -- you know, when sonethi ng bad
happens, in retrospect, there is the question raised
of, did that person when giving consent really
under st and what was invol ved, and what was at stake,
and so | pose that as an issue that cones up and |
guess throw it back to the three of you.

Do you have any ot her suggestions of how --
and we woul d obviously all |like to prevent those kinds

of situations and the subsequent chilling effect that
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that instance has had on further research. Do you have
any ot her suggestions as to how to prevent those kinds
of situations from devel opi ng?

DR SHAPIRO Dr. Snipes?

DR SNIPES: Again ny response is the sane.

It is still sinplicity and clarity as nuch as possible
because renenber all -- not that particular situation
but sone consents are done in acute settings, and so
this is the only tinme you have to take the snapshot in
maki ng a deci si on whether you are going to receive
therapy or not, if you are having a heart attack or
stroke or sonething of that nature.

The only way that seens to be cl osest to being
honest and fair is sinplicity of the | anguage or having
athird party cone in outside of the clinician that may
not be clinically based, but at |east soneone that can
be a representative of that patient if, indeed, the
| anguage cannot get sinplified enough and you think
that the |ay person cannot understand it. Then you
have to have another lay person, who is trained, to
hel p make that interpretation. Sonetines we cannot go
fromthe clinical realmto the really basic real mof
under st andi ng what the risk/benefits are, but again it
Is sinmplicity in | anguage.

DR SHAPIRO Ckay. FEric, you are next.
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DR CASSELL: Well, | want to just follow up
on what that is and then a very short question. |
mean, what you said, Dr. Spilker, about what it would
do -- the chilling effect of questioning on consent,
those are testable issues and | renmenber back in the
early days of consent forns, when we were told nobody
woul d be able to do any research if we insisted on this
ki nd of consent and, of course, that is not what
happened. And the next thing is, when people can take
their consent formhone, they can read it, they can
discuss it wwth their famly and bring it to church, or
they can roll it upin a ball and throw it away, and
they are not signing then. They are signing at the
tinme they get it.

So those are issues that are testable, that
coul d be discovered and they are very inportant issues,
so | do not think we should dismss it out of hand.

My quick question is in response to Steve
queryi ng about whether the enbrace of the Conmon Rul e
woul d cause problens, you said, well, we would want to
| ook at the language. Well, that is what it is all
about. And so | amsure you have | ooked at the
| anguage or peopl e have | ooked at the | anguage and |
wondered, if not now, but we m ght get the opinions

about what part of the Conmon Rul e's | anguage woul d be
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probl ematic for you or for your coll eagues.

DR SHAPI RO Thank you

Let's see. Alta, you are next.

PROF. CHARO | wanted to just return us, if |
may, to the question of the nulti-center trials.

Dr. Spilker, forgive ne if this was in the
white paper which | read but can you rem nd nme what the
proposal was with regard to how the central I RB would
be selected for any given trial? | understand it wll
vary fromtrial to trial but in any given trial how
woul d the central IRB be identified and by whonf?

DR SPILKER The NCI's pilot study is that
they are setting up their own central IRB at N H that
woul d function in this way. The proposal that we are
making -- | nmean, that is fine wwth ne -- the industry
Is saying that the sponsor of a trial, if it is an
i ndustry sponsored trial, that they woul d choose a
gr oup.

As a matter of fact, for exanple, the
Uni versity of Texas has acted as a central IRB for a
very | arge beta bl ocker study and we are just saying
any | RB could be chosen to do that.

Now if this was -- for exanple, if this was a
50 site trial, and there are 50 academ c institutions,

and say the conpany -- the sponsor is not going to
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pick, | do not think, a professional IRB, for exanple.

| think they would pick one of those 50 that they felt
was wel |l respected and who woul d have t he best
opportunity of having its review accepted by the
| ar gest nunber of the | ocal ones.

PROF. CHARO  But given your -- given the

ot her comments about the way the market woul d work,
with regard to centers that did not agree with sone of
t he suggested issues -- you know, suggested resol utions
of issues within the protocol, whether it is the kind
of subj ect popul ation, certain exclusions, conpensation
| anguage, et cetera, this would certainly strengthen
the market effect here in terns of excluding sone
centers fromthe ability to participate fully in the
trial, wouldn't it? As opposed to a -- | do not know.

| nean, any other -- a lottery systemin which it was
hard to know ahead of tinme what particular set of
substantive rul es woul d be appli ed.

DR SPILKER. Those comrents are pure

specul ation trying to -- and that was ai ned obviously
at the pharmaceuti cal conpanies and trying to suggest
that the system m ght develop nore strength at a | ater
time. | think early on, if a nunber of trials --
centers wanted certain changes, the easiest thing for a

conpany is to say, okay, you will have a separate
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prot ocol dependi ng upon power and ot her consi derations
as wel .
| nmean, | do not think one knows how this

woul d exactly play out. That was only one scenario. |

think we could wite, you and |, ten others.
DR WELLES: | would agree with that those are
concerns are also quite speculative. Again, | would

suggest that we have not had a |ot of |ocal issues that
have cone up that have caused us, for exanple, to
rewite a protocol or even have a substudy and that may
be a function of the fact that when we draft a
protocol, we dissemnate it widely to experts in the
field. W try to cover the broadest patient popul ation
possi bl e, and hence, we have not had a | ot of those
ki nds of difficulties.

DR SHAPIRO WIIl, do you have a comment on
this particular issue?

MR, OLDAKER  No.

DR SHAPIRO kay. You are on the list.

Ji n?

MR HOLTZMAN: WII you tell us who is on the
list?

DR SHAPIRO It is Jim Arturo, Tom you
D ane, and then WII.

DR CH LDRESS: Comng this |late on the list,
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obviously a |lot of the points got raised, but as |
woul d characterize your very hel pful comments today in
general terns, there is no need for fundanmental changes
in the system W mght need sone stream ining here or
there, perhaps in the direction of a central |RB,
t hough foll ow ng up on sonme previ ous coments we woul d
have to really, | think, work through that to see
whet her there m ght be substantial gains in efficiency,
particularly if local IRBs have a | ot of discretion
about consent fornms. They cannot really work on the
consent forns without reviewing the protocols, and that
becones, in effect, a pretty full review of what is
i nvol ved but obviously we could pursue sone of those
directions.

But ny main interest here is really -- and
here is where Eric has already raised the question I
wanted to raise, but | want to press it a little
different way, and not sinply ask for a |later response
to the question of whether there are problens in the
Common Rul e, but rather where have you hit probl ens.

Now the stored tissue sanple area in terns of
Interpretation, nmay already be a problem but could you
just quickly identify three or four areas where you
think there are probl ens?

| guess | was not sure in terns of Dr.
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Spi | ker's comrents about -- and others too about we
woul d need to see the wording, whether that wording had
to do with a governnent inposition of a requirenent to
foll ow the Common Rul e versus | anguage in the Conmon
Rule itself, and so | would be helped a bit by a few
coments al ong those |ines.

DR, SHAPI RO  Anyone |ike to comment? Dr.
Spi | ker?

DR SPILKER  Very briefly, the Cormbon Rule is
not a problemfor industry. | do not expect that there
woul d be any problens if it was extended to every
federal agency or every -- all anmount of research.

| do not think that is an issue at all and so
| amnot anticipating that any | anguage, although we
can get back to it, is a problemon that but | cannot
speak to -- for the industry on that.

I will tell you, though, where | do see the
bi ggest threat, and again | enphasize the word is
threat to research, and not just industrial sponsored
research but all research, and that is in sone of the
privacy bills in particular that are in Congress today,
whi ch dependi ng upon how they are inplenented, could be
very problematical and in addition, the HHS gui deli nes,
and I was told that they had sonething |ike 35,000

replies to their 660 page -- sone page, you know,
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report fromDr. Shalala' s office.

However, having said that, | think that those
are the areas where, dependi ng upon how HHS i npl enent s
their rules, depending upon which bills are passed in
Congress, it is sonetinmes the very fine tuning of those
wor di ngs whi ch can have a very serious effect on
research, and usually the research is not just that of
sponsors but of academ cians as well.

DR SHAPI RO Thank you. Any other coments
al ong those |ines?

Ckay. Arturo?

DR BRITO Wen you all began at the very
begi nning, | was very inpressed with the fact that your
attenpts or your efforts to adhere to the Conmon Rul e,
but you represent four conpanies, albeit very big
conpani es, that have a lot of investnents in human
subj ect research. How representative are you of the
I ndustry as a whole? | guess ny question is, what is
t he denom nat or here?

How many ot her conpanies are there out there,
and are nost industries having -- have rel ationships or
I nt erdependent rel ati onships wth academ c centers such
as yours seemto have for research trials, and are
t here ot her conpanies out there that nmaybe do not

require the collaboration with the FDA or with academ c
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centers as yours do, so what is -- | just -- | am
asking for a sense of -- | amtrying to get a sense
here of what is the adherence to the Common Rul e by
I ndustry outside these big conpani es.

DR SPILKER This really is appropriate for
ne to answer. W are not fromfour conpanies. W are
fromthree conpani es and PhRVA, which is the trade
associ ation representing the pharmaceutical industry's
| ar gest nenbers and many of the smaller ones, as well
as research affiliates, associates, et cetera, and
foreign international groups.

Many of our nmenbers are nulti-national, are
either based in other countries, or have substanti al
operations worldwi de. So PhRVA, where | am senior vice
presi dent for science and technology, | would say |I am
speaking on their behal f, not just because we have
approached our nmenbers with a | ot of these coments,
wi th that white paper, which has gone through the
entire industry, that white paper is an industry
docunent .

Now you woul d al so ask, well, continue the
sane line, a lot of the nenbers of the biotech industry
are not nmenbers of PhRVA, particularly the smaller
ones. It is said that there are 1,200 snall biotechs

in America.
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There are 800 plus nmenbers of BIO which is a

trade associ ati on, and soneone in the audience is here

representing BIO | would say that the comments nade
really -- although I am not speaking on behalf of BIQ
| cannot -- but | would say, in our experience, the

comments nmade woul d i nclude those of BIO

There m ght be sone very fine points of
di fference, but the biotech conpanies, no matter how
small, have to follow the same rules and | woul d say
the sane considerations apply. Wen they do clinical
trials, and a conpany m ght have three people and have
one drug, the sane rules apply. They are followed the
same way. While they may be using CROs and contract
groups to a | arger extent, because they are forced to,
they still are follow ng everything identically so |
woul d submit that what we are saying is representative
of not only the | arge conpani es but the nedi um and
smal | ones as well.

DR SHAPI RO Thank you. Tonf

DR MJURRAY: Thank you, Harol d.

Thank you, panelists, for com ng today.

You may be aware that the conm ssion's
previous reports have spawned at | east a snmall industry
of critics, that is everything we say tends to draw --

be read fairly carefully, by at |east a few very bright
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peopl e, who try to pick at anything that m ght be
noderatel y controversi al

And so | amgoing to ask you a question that |
really want you to understand is not a hostile
guestion, but it is a question to anticipate a kind of
criticismthat | can easily inagi ne being nade of the
report, this report.

In this -- in the capacity -- ny capacity as a
comm ssioner, but alsoin arole that | play as a
menber of a working group to the advisory conmmttee to
the director at NIH on gene therapy oversight, | have
becone aware of a few factors that suggest at | east
that, there may be conflicts -- potential conflicts of
Interest in research that the public is perhaps only
dimy aware of but that would be sources of concern in
sonme quarters, and | amgoing to nention two exanpl es.

One is, since Bernie raised the Cel singer
case, ny take on the Cel singer case, at |east what |
understand of it, is not so nmuch that Jesse and his
father did not understand the formthey were given, or
the information, but they sinply were not given all the
rel evant information about danage to prinmates and the
simlar trial about other side effects.

And the allegation has been made, or at | east

it has been suggested, that one of the reasons this
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happened was because it was a small biotech conpany
that really needed to have a successful experinment. So
how does one guard agai nst that kind of conflict of

I nterest.

The ot her kind of potential conflict of
interest, of which we have becone aware, are
organi zations | can only describe as brokers. G oups
of physicians formng thenselves into coalitions, for
profit coalitions, and then, you know, offering their
services basically to obtain patients, to enroll their
patients in clinical trials of various kinds. And then
also -- there may be also at the other end, there may
be fees paid to the physicians -- each -- the
I ndi vi dual physician who enrolls each subject in the
trial.

Now what | want to know fromyou, is what can
you tell us, either today or where can we -- to whom
can we wite, or otherw se request information, about
what the industry's positions are on these conflicts
and how you formul ate policies, if any, on such
conflicts of interest?

DR SHAPIRO Dr. Spil ker?

DR SPILKER | would like to take first the
CGel si nger case, and you say what |essons can you |earn

fromthis. | think the answer in ny perspective is
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really at the IRB level. | do not think that your
commttee, inits report, is going to change attitudes
and approaches of every physician in Amrerica doing
clinical trials instantly, to achieve the perfect |evel
t hat everyone here would Iike to have, but | think that
you can reach every IRBin the United States, if you
tell them that they nust ensure that the inforned
consent brings out the key points that they believe a
pati ent nmust know.

For exanple, you could tell the IRBs, if you
chose that any key points could be put in |large type,
could be put in bold print, in all caps, or anything
el se, to ensure that the information is not just
conveyed verbally, but is seen by the patient and their
famly if relevant.

| nmean, there are probably | ots of other ways,
but it seens to ne that the focal point is, not the
physi cian, and | do not know the Cel singer case in
detail by any neans, and | amnot purporting to know
it, but I can understand -- | do know the issues and |
think the focal point of addressing this is the I RB and
their review of an infornmed consent.

And, if there are key phrases that they think
should be in that infornmed consent, that can be not

just put in there because if you are -- sone of these
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i nformed consents, let's face it, are ten pages or
nore. You are tal king of single spaced naterial. You
know, | do not know how nuch you start -- | nean, if
the patient is going to read that but | do not even
think all of us would read it, and you start goi ng
t hrough and ski nm ng t hi ngs.

So | think bold print would stand out. That
Is the first point.

| do not know if you had anot her question but

DR MJRRAY: Well, | really was not asking
about how to --

DR SPI LKER  (h.

DR MJURRAY: -- you know, how to set type on
consent fornms, Dr. Spilker. | was really asking how
the i ndustry apprehends these potential conflicts of
interest, and how you deal with them so that we can
reassure the public that conflicts of interest are not
affecting who is being enrolled in trials, and what
happens to people in the course of trials.

DR SHAPIRO Dr. \Wanl ess?

DR WANLESS: | think your second question is
a very appropriate one and one that can raise a | ot of
concern. Investigator's fees have been the subject of

some concern recently, and I think that is an inportant



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

71

point. The fee that is paid to the investigator should
be appropriate to what they do, but certainly not
excessi ve.

And | will be honest for a nonent, Bristol-
Myers Squibb is a bit stingy actually, so we tend to
gi ve | ower fees.

| do not think that -- the fee is certainly an
el ement in that.

At the sane tine, | think the relationship
that our nonitors have with investigators is very
Important. |If they -- if the nonitor is -- can
establish a very good relationship, and if there are
i ssues of the type that you bring up, | think they wll
becone aware of it.

And again that points to the need for us to
train our nmonitors very carefully, and for them al so
not to be under the sane kind of conflict of interest.

In other words, not to show that they are able to
I nduce their investigators to enroll |arge nunbers of
patients.

So | have not answered your question
conpl etely, except to say that | think you are right,
and it is one that needs a | ot of attention.

DR SHAPIRO Yes, Dr. \Welles?

DR SNIPES: | will reiterate --
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DR SHAPIRO Dr. Welles and Dr. Snipes?

DR VWELLES: Well, with regard to the fees,
and again | can only speak for CGenentech, | cannot
speak for the entire industry, perhaps we are just very
conservative, but what we do is, we have a program a
software program that enables us to | ook at costs of
servi ces rendered and when we fornul ate a budget, we
just add up those costs and we all ow for regional
di fferences, and extra costs perhaps, for an academc
Institution because it is a teaching institution, and
we try to fall at the 75th percentile.

So, perhaps, if that was applied across the
board, it would actually be beneficial and it woul d
certainly help us to conpete. | nean, sonetines we
find that investigators tell us that we are also tight,
and it can be difficult for us to conpete with regard
to enroll nent.

So -- but that -- so we are very strict about
t hat . W just do not conme up with a nunber and pay an
I nvestigator so | just want to share that with you

Wth regard to the issue of conflict of
I nterest and protecting subjects, | actually think this
I's very, very conpl ex because, when an | RB | ooks at
i nformed consent, they only see what is in the

protocol. They see the background.
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They may need to know what the preclinical
data show, and the onus is upon us to share that
information and we -- that is exactly why we draft our
own tenplates, and we put that information in and how
that is used at the site -- again it is very -- | nean,
we do our best to educate people to try to control the
situation, but again, when a patient is sitting in an
office with a physician -- | cannot say what is being
explained to that patient, and it is very difficult for
us to control that. W just try to do our best, and we
try to share all the information again in a very
conservative fashi on, because our interest is to
protect patient safety.

DR SHAPIRO Let nme -- before | turn to Dr.
Sni pes, who also wants to answer this question, | would
say two things. One, given the fact that you both cone
fromwhat you have described as especially stingy
conpani es, we are especially grateful to have you here
t oday.

(Laughter.)

DR SHAPIRO But in any case, nmy nore serious
question, and maybe Dr. Snipes wll take it up in her
own response, is there is this conflict on fees, but
there is also conflict which is tal ked about wth

respect to sonething nuch nore substantial than fees.
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Equi ty ownershi ps and whatever it is that comes out of
this, those kinds of issues that are nuch |arger flows
of noney potentially, it may be zero | understand, so
you mght want to just in your response, Dr. Snipes,
you may want to conment on that and the others may w sh
to after as well.

DR SNIPES: R ght. | guess | represent, |
think, one of the third stingiest conpanies, too, when
it comes to clinical devel opnent.

(Laughter.)

DR SNIPES: | think it is --

(Laughter.)

DR SNIPES. And | can only speak for ny
budgets, and ny experience in cardiovascul ar, but
again, the tenplate is the sane. You conme up with a
budget which you think is standard, and there are
regional differences. It is nore expensive to conduct
a certain type of trial in New York Gty than it is in
anot her part of the country, and we realize that, and
try to allow for those differences.

But even within the conpany we have becone
nore sensitized to incentives, and naking sure that we
are not giving incentives to nerely get enhanced
recruitnment, and the original question dealt with the

i nvestigator coalitions and | think they are the
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mai nstay and there seemto be nore and nore of them
every day.

One of the concerns that we have had, is
really trying to nmake sure we still have a direct
interface with the ultimte investigator who will be
actually giving infornmed consent, and the intervention,
because a | ot of these serve as another interface.

So if you have a CRO and a coalition, it takes
along tinme to get to the person who is actually going
to be giving the information, so we have tried very
diligently at the end of the day, to work with these
coalitions. But when we do site initiations and
i nvestigator neetings, we need direct access and
training and education to the final staff that is
really going to be training, and frequently, it is the
physi ci ans, but certainly the study coordinators and
all that ancillary site personnel, that ultimately, is
the one that patient has nore interactions wth as
wel | .

Regarding the first part of the question in a
generic sense, in infornmed consents, and | think there
was, | know, very little about that case but you did
mention that the informati on was not conpl ete, perhaps
sone of the basic science data.

And | think we tell our investigators, that



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

76

t he protocol does not necessarily include a | ot of that
basi c science information, and that is why the Cl B does
go to the site. It goes to the investigator. The CB
being the clinical investigative brochure.

And in a Phase | study that brochure is
basi cally, you know, the tox data, the preclinical
phar macol ogy, and we really encourage people to read
that information, because there may be excerpts that
you want to pull out of that to actually put in your
I nfornmed consent in the begi nning, because the anina
data is the only data that really you have to share
with the patient.

However, you have to go back to ny rul e of
sinplicity. You have got to put that scientific
information in a digestible fashion, and sonetines what
happens is, it is easier to | eave that out because, you
will say, it will just confuse the patient.

I think our challenge as sponsors -- the
chal l enge to investigators as well as to IRBs is to --
particularly in Phase | and early trials, is to get
t hat necessary critical information up front in the
I nfornmed consent in a digestible kind of | anguage.

DR SHAPIRO Dr. Wlles, do you want to add
sonet hi ng?

DR VELLES: Wll, | wanted to conment on your
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guestion about equity interest. | nean, nost certainly
we do not provide our investigators with equity
interest in our conpany. | do not know whether that is
the case with other conpanies. | cannot commrent.

And now we are subject to new FDA gui deli nes,
whi ch when we file, we have to go around to our
I nvestigators and gather information, as to whether
t hey are sharehol ders, how nmuch -- you know, how much
stock they own, whether their wives or famly nenbers
own stock, and actually that is very cunbersone, but we
do -- we are obliged to do it and we do it.

And we al so now have to be very careful about
peopl e that we both use as consultants and
I nvestigators, and often it is a highly desirable thing
to do, because these are our thought |eaders and we
want to sort of pick their brains and use their
expertise and al so get -- have them get experience with
our drugs.

And so, we have to limt the anmount that we
can pay themover a given tinme period, and it is
actually a fairly small anpbunt so that creates sone
sticky issues for us as well.

DR SHAPIRO Yes, Dr. Spil ker?

DR SPILKER | believe the answer to this

i ssue of conflict of interest also lies within the |IRBs
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purview. |RBs today can, and nmany do, evaluate the
financial arrangenents of the clinical trial and that
Is up to themto decide as to whether or not they want
to do that.

Sone | RBs are al so asking investigators to put
in the informed consent the nature of the financial
arrangenent that they have with the conpany, and again,
that is an IRBissue and | think that that is where it
rightfully belongs, to be settled in ternms of trying to
achi eve the right bal ance.

DR SHAPI RO Thank you

Steve, do you have a question on this
particular issue or a comment on this particular issue?

MR HOLTZMAN:  Yes, it is surrounding this.

Ckay. Trust ne. A couple of requests for information.

One is, Bert, you nentioned sone instances
where the, | think, governnent asks for a commercial or
what is called a professional IRB to cone in and take
over for an academc. |If we could get docunentation of
that to the staff, | think that would be very useful
I s that possible?

DR SPILKER | think rather than com ng from
me it should come from OPRR

MR HOLTZMAN. Ckay. That is good. So that
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I s one thing.

The second is, is Mke Warner still here from
Bl O?

DR WARNER:  Yes.

MR HOLTZMAN: | wonder if we can, PhRVA and
BIO cone up wwth an articulation of sone of the
concerns that are arising, for exanple, for the
conm ssion, in the context of the nedical information
privacy and these issues of what is human subjects
research. | know we have witten a bunch of stuff on
it. If we could provide that, that would provide a
context for the concerns.

DR SPILKER | think the way to address that
Is that we can give you, | hope, and I wll check with
our attorneys, a copy of our response to HHS, which was
very detail ed indeed.

MR HOLTZMAN. So then the third is a
challenge, | see, to us in industry, and I do not know
what hat | amwearing at the nonent, when you sit
outside of an institution, as opposed to inside of an
institution, it looks like this univocal big block so -
- univocal, single entity -- so that if you are sitting
out si de of the acadeny, you say the university, the
acadeny, but Harold Shapiro's world as the president of

a university is very different than David as a chair of
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a departnent is very different than Carol as a young,
rising investigator. Al right.

Wien | sit and listen to these questions about
conflicts of interest and | RB shoppi ng and what not,
what | amstruck by, is a failure for us, in industry,

to give people a viewinto the conplexity of our world.

| am a seni or executive of a conpany, so | am
responsi ble at the end of the day for the bottomli ne.
Those MD. s over there are the protectors of the
patients, so when investigators in our shop, biologists
want to push an experinent, their job is to say, wait,
is it safe, do we have a noral right to do that in a
patient. Al right.
Sonmehow we need to | et people see into this.
The idea that we shop IRBs in order -- yes, patient
accrual is an issue but this issue of -- that you were
raising, Alta, if you wite a protocol that nost people
are not going to accept, you are going to kill your
pati ent accrual and you will never get your trial done.
Al right. So you cut your nose to spite your face.
The ideas of conflict of interest, all right,
why is one concerned about conflict of interest?
Because you are going to do a bad trial. You are going

to get a bad nedicine out there. | suggest you go | ook
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at the list of conpanies in these big nergers, of who
Is the nmerger and who is the nergee. GCkay. And see in
whi ch instances, it is the conpany whose drug for all
the best will in the world, ended up having bad
consequences out there in the marketplace, and is
getting sued.

It is against our self interest to run bad
trials that sneak through nedicines that end up hurting
peopl e, and so that, even if you do not believe there
is a noral reason to do it, there is a self interest
econom cally, so how do we get this texture into the
di scourse is what | am-- really the challenge. Al
right.

SSmlarly, with these -- you know, the
conflict of interest. There are 100 reasons goi ng back
to 19 -- what -- 88 when the rules cane out, under
Sul l'ivan, that said clinicians should not get equity
because of a conflict of interest. None of us give our
clinical investigators equity for that reason

Plus the facts that Bernice was talking to is
that we have issues of insider trading with their
relatives that we have to worry about, and plus new
rul es under accounting, in which we have to account for
options differently with consultants.

So | do not knowif it is a question so nuch,
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as | sit having lived in these different worlds, and
how do you gi ve peopl e an appreciation of the real
texture of what is going on.

DR SHAPIRO Wll, that is part of a
rhetorical question, Steve.

(Laughter.)

DR. SHAPI RO And perhaps you can hel p us get
an answer to it but thank you very nuch. Those are
i mportant and relevant issues and it is a struggle
al ways to understand --

DR MIKE | think that was just one
guesti on.

DR SHAPI RO  Yes.

(Laughter.)

DR SHAPIRO It is always hard to understand
fully the conmplexity -- genuine conplexity of any kind
of organi zation, wherever it is situated in our
society, so that is always a chall enge before us, and
we have to be therefore nodest in what we think we
bel i eve we under st and.

| have two nore people on ny list and then |
want to change during the last 15 or 20 m nutes of
this. | want to change the focus to sone of these
gquestions but I want to first turn to D ane and then

WII.
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DR SCOTT-JONES: | would like to hear one or
nore of you say a little bit about what you see as the
maj or problens with the I RB system and the current
system of oversight. As | have listened to you, it
seens that you have said nothing terrible about IRBs so
far, and sone of the problens that you have rai sed seem
relatively mnor. For exanple, you tal ked about the
problens with doing multi-site studies, and there
per haps being variability fromsite to site, but one of
your specific exanples fromDr. Wlles was not that one
site mght reject the study, but that they m ght say
you woul d need to do power cal cul ati ons when you have
already, in fact, reported that to themand that seens
to be fairly mnor in the schene of things.

Yet when | read the report fromPhRVA that is
in our briefing book, it seened very nmuch nore critical
t han your presentation to us has seened so far. For
exanpl e, the report questioned the training of |IRB
menbers. It raised the possibility of evaluating |IRBs
for their effectiveness. It pointed out that |IRBs
conduct m nimal continuing review of ongoi ng research,
whi ch was a point made yesterday by Dr. Wax, an
ant hr opol ogi st, who spoke before us.

It seens to ne fromwhat | have heard so far

that the biggest problemthat you have pointed out in
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your dealings with IRBs, is that it may take a | ong
time. It may take several nonths before you hear from
them the outcone of their review

So it seens to nme, that you have not told us
what the problens are, and that the problens in this
report seemfar nore serious than what you have said so
far.

Coul d you say what you see as nmjor problens
with IRBs and the way they function if you do see them
as probl ematic?

DR WELLES: | guess | would like to say in
our day to day existence, the problens are nmainly
| ogistical. You have to -- fromour -- when we wear
our hats, we have | arge studies we need to get started,
and we need to inplenent themin many institutions. So
| think that is why that has been reflected in the
testi nony here today.

W are not watch dogs of IRBs so | think in
sone sense we have theoretical concerns. You know,
what | -- | spoke to a nunber of colleagues to gather
informati on before | cane here, because we all have
very different experiences, even w thin one conpany.

And what | have gl eaned fromall that
conversation is that, yes, we do have theoretical

concerns. One academ c | RB does not equal anot her
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academc IRB. Wat we hear is that, in sone
Institutions, very junior people are put in, perhaps
they do not have effective training. Likewse, if a
commercial IRB -- perhaps they are very well trained.
They are in the business of review ng docunents, and
approving them and they do it very efficiently. e
can at least audit them W do not audit every
academc IRB so we do not really know what is going on
within that |RB.

In terns of ongoing review, we do have
concerns that perhaps safety issues are falling through
the cracks, that they are overwhel med with the nunber
of safety reports, and often they are not di ssem nated
properly or reviewed properly, but again, a lot of this
Is stuff that we do not get a hands on review of, so it
Is nore of a theoretical concern

DR SNIPES. | agree with Dr. Wlles and just
to sumit all up for neis, that it would be very
hel pful if there was nore standardi zation, and that is
how we get to the default of commercial or central |RBs
because there are a | ot of inconsistencies, and where
It focuses on ne is, that if at tines you do feel that
perhaps the safety of subjects and patients are not
optimal, because the IRBs are not |ooking at this data

critically or in atinely fashion, and not at all tines
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do they all understand the guidelines, or inplenent the
gui delines at the sane | evel as other |RBs.

So sone standardi zation or, as we tal ked about
bef ore, sone accreditation or centralization of the |IRB
process would be very hel pful to industry in know ng
t hat when we go out and we are working with these | RBs
that there is not always multiple | earning curves that
we have to go through for the various |RBs.

So the | ogistics day-to-day we have been
alluding to, but there is an issue in terns of
standar di zati on, guidelines, and foll ow ng inplenenting
t hi ngs appropriately.

DR SPILKER | would like to comrent that
again, the major problens are practical first, or the
maj or problens that are practical, are two, delays and
redundancy. W have addressed both of those. | wll
not repeat that.

The redundancy, though, would be addressed
t hrough central IRBs. That is redundancy anong | RBs of
havi ng 200 sites have IRBs when there is really no need
for that. And that is universally agreed to, that is
not just an industry perspective.

Secondly, you tal ked about the white paper we
prepared. We were mainly trying to bring up sone of

the topics in the HHS I G inspector general report.
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When they tal ked about training -- keeping in mnd that
we do not interact directly with nost I RBs, but through
the investigator, we were saying training is sonething
t hat nmakes good sense. It could be that handbooks
woul d be prepared, because nost people go on to an |IRB
as a volunteer, and it is getting harder and harder for
institutions to find those volunteers. They do not
know what is expected of them and it is really in sone
cases, at least, a lot of on-the-job training.

And we believe that, why shouldn't you have a
little bit nore standardi zation in so far as having
brochures or handbooks prepared, that could be given to
them and so we are going along with that.

| do not believe that we are pointing out
serious errors. W think the systemis working well.

| would remnd you that the first title of the
i nspector general's report which was "A Systemin
Jeopardy” was changed to "A Tine for Change" because of
a lot of people's conplaints that they were really
overstating the issues, and had only surveyed very few
IRBs. | think it was eight or so. And also the people
doing this were not really doing the work for GAO --
not GAO, sorry, inspector general -- were really not
t hat know edgeabl e about the details.

One of the issues is that, over the years,
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many peopl e have put up proposals giving -- proposing
to give the IRBs nore and nore functions to do. For
exanpl e, one was they should be the group to approve of
INDs, to put a drug into humans for the first tine.

Now -- and the point is, many peopl e today believe they
are nonitoring clinical trials, which they are not.

And so there is a lot of nythol ogy, a | ot of
bel i ef that they can be doing a | ot nore functions,
they are an easy target group, whereas these are
overwor ked people who are just trying to keep their
heads above water, on a voluntary basis and
institutions are having a tough tine.

W are | ooking for ways to nake their life
easier and yet keep it effective.

DR SHAPI RO Thank you

WIl, you had a question?

MR COLDAKER. Dr. Snipes, you indicated that -
- | think in your original presentation -- that the
tinme efficiencies of the IRBs was a problemand tine is
noney and if you had to wait eight weeks or 16 weeks,
that can sl ow down projects, and if you had to go back,
It could be, you know, 16 or 32 weeks, that becones an
enor nous anount of time. That is half a year.

Do you find that the commercial IRBs or their

equi val ents are faster and nore responsive?
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DR SNIPES. Cenerally, in a sense because
they read the protocol well, they know the CI B, they
may have actually had experience in this particular
t herapeutic area, so they can anticipate, or know where
to find the answers to questions fairly readily, and
also, it is just an efficiency because they are going
to be seeing -- covering 50 sites versus, you know, 50
I ndependent | RBs.

So the efficiency is definitely there as well
as the quality that we are getting out of them

DR SPILKER And they neet every day.

MR OLDAKER. And a second question to you.
You tal ked, at least in sone of the witten materials
that | read, both about best efforts or good practices,
one or the other, good practices or best practices, and
a certification process. And, secondly, you talked
about centralizing. Both things, it seens to ne, would
go to the efficiency of the process.

If there were a regul atory apparatus set up,
that basically also set up standards for certification,
although it be industry certification, and that there
was a net hodol ogy for centralization, set up with sone
protection so that form shoppi ng would not occur, would
you think that that would increase the efficiency of

the process in a hel pful manner?
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DR SPILKER  Absolutely with one quite
different -- inportant caveat to what you said.
I ndustry is absolutely not proposing -- not proposing
that we accredit IRBs. This would be done by either
t he governnment, and there are a couple of -- and
certainly a couple of governnent appropriate groups are
|l ooking into it, primarily OPRRis looking into it.
There are sonme academ c site groups, associations
| ooking into this that -- and also PRIMR i s | ooki ng
into this, and there nmay be other groups as well but |
know of several .

W think that, as long as the group that does
this is i ndependent and responsive to the various
st akehol ders, that that is fine. Industry does not see
itself as a group that could, or should be doing this,
but would like to be involved with those groups to at
| east provide input.

DR SHAPIRO Yes, Dr. Welles?

DR VWELLES: | just want to concur with Dr.
Spilker. | think centralization would be enornously
hel pful for us and we certainly would want groups, that
woul d be external to us, that would have sonme kind of
certification process that woul d be ongoi ng.

But back to the original question | just

wanted to add that the situation is tough |ogistically
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for us. It is livable, but not optinmal but we
certainly would not want to see an expansion of |IRB
responsibilities, and again, a lot of this is -- these
are things that I have heard, you know, perhaps | RBs
woul d be revi ewi ng the adequacy of the study and

whet her we shoul d even be doi ng these kinds of studies.

And, you know, as industry, we certainly would
not be doing studies if there was not an unnet nedi cal
need in that area.

To speak to Steve's point, | think we are our
own toughest watch dog in a sense and | would like to
convey that to you as well that we have very strict
internal controls. W have very serious peer review of
our clinical prograns that we hold safety up as sort of
t he hi ghest concern. W have our own safety review
commttee. W have -- if a safety issue conmes up we
convene an internal safety conmttee and typically with
our larger trials and sonetines even in Phase Il we
call in an external safety board so we are our own
wat ch dogs as wel | .

DR SHAPI RO Thank you very much.

Bett e?

M5. KRAMER Yes. | have a couple of concerns
and they are captured in the coments that Steve nade a

short tinme ago but | would |ike to be nore specific.
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My concerns go to the practices of snaller
conpanies. You all, the three of you are sitting here
representing very large, well established conpanies
that have a | ot of resources, and | think your coment
that you are your own internal watch dogs is right to
the point -- ny point.

| am nore concerned about small er conpani es,
per haps even sone of the start up conpanies with | ess
resources, that cannot enploy their own internal watch
dogs, that do not have all of their own internal
systens of controls, such as you have descri bed t hat
you have today. Perhaps in many cases they even have a
whole |l ot less to | ose.

| am concerned about the practices of these
conpani es, and ny other concernis -- and this is a
poi nt of information question -- to what extent are
community hospitals used in these trials and the
smal l er investigators that are typically associ ated
W th conmunity hospitals as opposed to academ c
I nstitutions?

And can you give us sone insight as to how we
can know what the problens are in this particul ar
sphere?

DR SHAPIRO Yes, Dr. \Wanl ess?

DR WANLESS: | amnot going to answer the
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first question because | do not know.

To the second question, did you nean it with
regard to conmunity hospitals, howthe IRBs are
functioni ng?

M5. KRAMER No. | neant it even nore
generally than that. Not just how their IRBs are
functioning because I know it is with difficulty, but
to what extent are snmaller -- are community hospitals
used in these large clinical trials? Perhaps they are
not used at all. As | say, it is a point of
information. | do not know.

DR WANLESS: Cnh, they are certainly used.

M5. KRAMER Al right. Wll, then if they
are used, do you have different problens with regard to
their IRBs because | know they have far | ess resources
than those in the academ c institutions? So could you
per haps broaden sonme of the remarks that you nade
earlier wwth regard to this particul ar sphere?

DR WANLESS: Well, | think again the problens
are logistic ones. They probably do not neet as often
as we woul d expect in an academ c institution, but |
think these are problens that we get around, and the
type of research done in these hospitals is excellent
quality.

DR SPILKER | would like to second that and



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

94

say that, basically fromyour consideration, | think
the problens are identical. The issues are identical.
They may have fewer trials but then they are going to
have fewer efforts expended on this and it may be
harder for themto get vol unteers. But there may be
sone differences fromhospital to hospital but if you
take the entire group conpared to the academ c
institutions | do not think you will find differences.

And | would Iike to ask you a question. Wen
you say -- to clarify. Wen you said you are concerned
about small conpanies, and that was a quote, what are
your concerns specifically, and then we coul d address
that part of your question.

M5. KRAMER Well, | think there are two
general concerns. One, that the conpanies by virtue of
their | esser resources, both financial resources and
personnel resources, are not in the same position as
the three conpanies that are represented at the table
this norning to set up their own internal controls, to
draft their consent forns, to have their own internal
noni t ors.

| mean, | amjust touching on sone of the
areas that you said that you do in order to protect the
human subjects with whomyou are -- who are

participating in your trial so that they do not have
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t he personnel or financial resources to do that.

And they have -- | do not nean to sound
paranoi d, but they have a whole lot less to | ose than
the conpanies that are sitting here at the table here
t hi s norning.

DR SPILKER: Thank you for clarifying that.
| would like to nake one inportant point and that is
that 1 RBs do not have different standards for trials
submtted to them for approval by |arge conpanies or
smal |l conpanies and | think that if that were part of
your report that would be sonething that would not -- |
do not think any small conpany woul d blink at
personally if you had that as a principle because | was
head of a very, very small conpany.

W did many clinical trials on a |lot of drugs
and they were very small drugs. W certainly treated
our products, even though they were tiny, with the sane
care the big conpanies do but with fewer resources and
we expected IRBs to | ook at our trials the sane way
they did at those of ny coll eagues here this norning.

M5. KRAMER Can | just ask a foll ow up?

DR SHAPIRO Yes. And then we are going to
switch topics.

M5. KRAMER M/ concern is not that the I RBs

would treat themdifferently. Wat | amsaying is a
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| ot of the confort that | personally amtaking from
this norning's exchange is that in terns of the
conpani es that are represented at the table, before it
ever gets to the IRB they have within their own
structure a | ot of safeguards that a snmaller conpany
m ght just not have the resources to provide. That is
-- | amnot --

DR SPILKER kay. | understood that point
but what nmy answer -- | should have clarified it a bit
nore -- is that | think you are saying how can | take
confort. | amsaying while | am not suggesting the
smal | conpani es who do not have those resources, |
agree, are going to behave differently.

| am saying you do have the confort of know ng
there is a fail safe nmechanism That fail safe
mechanismis the IRBs that are going to ensure everyone
in this roomand all of Anerica that small conpany
clinical protocols are the sane. | amnot -- | could
not address possibly any other issues prior to that,
but | amsaying even if there were an issue it would be
controlled at the I RB stage.

DR SHAPIRO Dr. Welles?

DR VWELLES: W do forget here that we have
another fail safe and that is the FDA, and a drug will

not get into the clinics unless the FDA has approved
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the IND, which presumably has all the preclinical data,
the manufacturing data, the protocol itself, and those
of us in industry know that we have very extensive
conversations with the FDA before we can get that
protocol out to the clinics, and to our investigators,
and they may raise safety concerns and ask us to | ower
doses, add doses, add subjects, whatever it is so that
I's an additional safeguard before anyone can even get
into the clinics.

DR SHAPIRO | would like to just shift the
focus of our questions here for the few nonents we have
left. We do not have a lot of tinme left this norning.

| am already very grateful for the anmount of tine you
have spent here with us.

And that concerns another study we have
underway in which sone of you nmay have sone
observations and that is one of our studies has to do
with international research, by which we nean research
sponsored by U S. Governnment and U.S. conpani es but
carried out abroad in consultation with others or in
col | aboration with others, perhaps, or in collaboration
wi th your own units that m ght exist abroad.

And one of the things that at |east | am
interested in is any general comments you m ght have

about what are the notives that cause you to want to
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study sonet hing abroad? | nean, | can inagi ne nmany
legitimate notives for doing it. One is that, you
know, the popul ations you need to study are there and
so you have to go there in order to study the problem
obvi ousl y.

Another is that it mght be nore effective and
efficient to do it there for various legitimate
reasons, et cetera. | can imagine a lot of quite
| egitimate and i nportant, and conpelling reasons indeed

to do this abroad.

But | amwondering if -- | do not know, Dr.
Wanl ess, | should address this question to you first
but | really address it to anybody there. |If you could

just give ne sone insight into that and | amreally
talking at a rather general |evel here, | understand,
and responses at that |evel would be very nuch
appr eci at ed.

DR WANLESS: | think there are, indeed, sone
obvi ous reasons why we do this. Bristol-Mers Squi bb
does, in fact, have research facilities throughout the
worl d and that includes now not only Wstern Europe but
Eastern Europe and what we call “the rest of the
world,” which is the part that | amresponsible for.

(Laughter.)

DR WANLESS: So that is --
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DR SHAPIRO It is the biggest part.

DR WANLESS: So that neans Latin America,
Africa, Asia, Australia.

Firstly, there are indeed certain diseases
which are nore prevalent in those areas. W are
currently carrying out a large programin hepatitis B
and, of course, the largest nunbers of patients with
hepatitis B are in Asia.

Secondly, the reality is if you do not do
clinical studies in countries you will not have a
market there either, so they are the first part in
creating the market for the drugs in the future.

In ternms of efficiency it is true that we are
able to devel op worl dwi de prograns that reach the
endpoint faster than if we were to do everything in the
United States, or in Wstern Europe, for that matter.

What | would like to add, though, however, and
this is, | think, perhaps the points that m ght be nore
Interesting or nore relevant to you, especially in the
devel oping world, | think all of the ethical issues
t hat we have been tal king about, the IRBs, the need for
I nfornmed consent, these are magnified enornously and
have becone very nuch aware that during ny tine | ooking
after “the rest of world,” as | said, and they cause ne

a |l ot of personal concern.
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And, therefore, we deliberately spend a great
deal of time making sure that our investigators fully
understand what the informed consent process is and a
bit beyond that because if you inmagine, for a nonent,
in devel oping countries it is very likely that sone
patients will not have access to this therapy by any
other means than if they go into a clinical trial.

And that is -- could be seen as coercion and
we have to be very careful to nake sure that the
patient really understands what this is all about.

So just to say there are lots of reasons to go
to these countries, but | do not think that they should
be done lightly and | think it is inperative that if we
are concerned about the welfare of patients in the
United States we nust al so be equally concerned about

those that go into our trials in the rest of the world.

In that regard we do not conduct trials
outside the United States exclusively, so our trials
are nulti-national and wll include centers in the U S
as in Southeast Asia or Latin America.

DR SHAPIRO Can | just ask one question
which is alittle nore concerned with the detail and
you may have thought about this or may have sonething

to say about it?
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When you take issues of inforned consent,
whi ch you have already nentioned in terns of
translation of docunents, it is difficult to get the
| anguage right and so on and so forth, those are
chal | enges thensel ves, but if you think of two aspects
of infornmed consent, one is, you know, formal, you have
to sign this paper which has sone | anguage on it, and
the other is a kind of focus on the quality of the
i nformed consent process, the substance as opposed to
the actual formthat you use.

In your experience where do you focus your
efforts here? Do you still try to get the sanme kind of
paper signed so to speak or do you feel it is
appropriate that really what you focus on is the
substance of the idea here and try to deliver that in
the nost effective way given the different environnents
you find yourself in?

DR WANLESS: Yes, it is the manner in which
I nformed consent is obtained, the actual process that
we shoul d pay attention to, and again the type of
wor kshops that | nentioned before, we are extending
t hroughout the rest of the world.

DR SHAPI RO Thank you

Dr. Snipes, did you want to say sonethi ng?

DR SNIPES. To answer the latter part of your
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guestion, yes, content really drives it because there
are so many -- or uniqueness in terns of cultural
differences. W have to take those things into

consi deration. There are |ocal conpanies in each of
the territories and we actually use themas a guide in
terns of what is the nost appropriate manner or forum
or |l anguage to get the content. The content being the
sanme, but the process of doing it can vary greatly.

To go back to the first part of the question
in ternms of international research again, obviously it
Is in part disease driven but, you know, | cone froma
U. K based conpany, G axo Wl lcone, so actually the
U.S. is a local operating conpany in a sense and so
when we | ook at devel oping or starting studies and
protocols, really the world is the map and you sort of
go fromthere and then start |ooking at whether or not
t hey have the resources and the efficiencies to do the
study, but actually the world is our original map in
ternms of setting up trials, not just the U S

A lot of these trials, |I should say, do fall
under -- they will support our NDA with FDA and we
realize that we have to go through -- have the sane
ki nds of standards that we woul d have for a U S. based
trial because those subjects -- those trials are

subject to FDA audits, the sane types of inplications
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fall on those sites and we will be at risk of not
havi ng that data being analyzed in the NDA so we really
have to nmake sure that they neet the -- at |east the

m ni nrum st andards that are set forth in the U S

DR SHAPI RO  Ckay.

Yes, Dr. Spil ker?

DR SPILKER Many of our conpanies are nulti-
national, and if a clinical trial conducted outside
United States is going to be used for a U S.
subm ssion, the FDA has very, very strict rules on
| RBs, or ethics commttees as they are called outside
the U.S., and inforned consents, and these standards
nmust be adhered to by all conpani es conducting
international trials if they expect any of those data
to be used in the United States.

| would like to comment al so on the |ast
gquestion before we were on this which I think is
critically inportant for your conmpany -- | amsorry,
for your group in terns of thinking about these fail
safe nechanisns, and that is that -- and | really want
to thank Dr. Wlles for remnding ne of this -- that
not only does the FDA | ook at the protocols when a drug
IS going into humans, they | ook at every clinical
protocol that is conducted. It nust be submtted to

FDA. But in addition, if NIH is paying for any of
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this, they will probably get copies, but often there is
a departnent regulation in your institutions that the
departnent has to receive a copy and | ook things over

If the work is being done in a clinical research unit,
they will often, and sonetines, have their own groups
to even approve the protocol as well, as well as even
conpany consultants.

And while small conpani es woul d not have the
resources to do the activities that you described for
sure, in sone cases at |least they will be bringing in
consultants to advise themon the protocol and that
woul d i nclude consideration of sonme of these issues,
and this is not even to nention the | RBs.

My point is IRBs are far frombeing the only
fail safe, that there are many parts of the systemt hat
are operating today and function in that way.

| do have one final coment on the
I nternational one and Dr. Meslin has been very
acidulous in following up with PhRVA on an
I nternational questionnaire. | wanted to rmake just one
conment on it.

Thi s questionnaire was designed for individual
researchers. Fine. It was not deened appropriate by
t he conpani es that we share this with, which was a

| ar ge nunber of conpanies, to be addressed. It was not
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an easy questionnaire to just retail or rework for
I ndi vi dual conpani es.

W were not being difficult. W were not
trying to be difficult. W were trying to be
cooperative but when you had a questionnaire that was
designed in one way and bei ng addressed in another, it
created problens and we felt we could not conplete it.

DR SHAPI RO Thank you and | very nuch
appreciate that, and we will certainly continue to work
with you. W had not neant to inpose upon you
sonet hing that was i nappropriate and so we can carry

t hose di scussions on in sonme appropriate dinension

her e.

well, first of all, let ne begin by thanking
you all. W have kept you here for over two hours,
al nost two-and-a-half hours. | really very nuch

appreci ate your com ng today and your very thoughtful
responses to our questions.

| certainly wel cone any further observations
any of you m ght have regarding these topics that you
think m ght be of assistance to us. W would certainly
be glad to consider them Any input that you could
gi ve us woul d be very val uable to us, indeed.

Il will tell comm ssioners we will follow up on

a nunber of the questions that you rai sed today, which
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| ooked for information and so on. W will certainly
follow that up. And as we go ahead, we will certainly
share with you any materials we produce. W produce
drafts of all of our reports before we nove to any
final resolution

W wil take the liberty of sending themto
you. You are not required to do anything with them
You are busy people, but any feedback we get fromyou,
of course, would be extrenely hel pful to us because we
are interested in making as thoughtful a report as we
can and your perspectives, indeed, are very hel pful so
t hank you very, very much for com ng here today.

W will take a 15-m nute break now and
reassenbl e at quarter to 11:00.

(Whereupon, at 10:30 a.m, a break was taken.)

PANEL [1: PR VATE SECTOR ROUNDTABLE

RESEARCH F| RVB

DR SHAPI RO Coll eagues, | would like to get
toget her, please. Qur guests are waiting for us and we
ought to proceed.

Thank you very much. Once again let ne, first
of all, begin by welcomng our panel. Thank you al
very much for being here today.

Sone of you may have been here during the

previ ous panel here and nmay have heard sone of the
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I ssues that were on our mnds. W have with us today
sonme representatives of conpani es which in sone sense
are quite different fromthose we heard fromjust a few
nonents ago. They are what we call the biotech
conpani es as opposed to the pharmaceutical conpanies
but that is just a convenient way to refer to it.

W are really very grateful that you have
taken your tinme to be here today.

As you know, | will just repeat what | said at
t he begi nning of the previous panel, that our prinmary
Interest today really focuses on our project, which is
what we call our oversight project, which is trying to
assess whether the current federal systemfor the
oversi ght of human subject protections is really
adequate and if it requires any change in any way given
now that it is sone decades old and tinme and
ci rcunstances change a great deal in that period or
whet her basically it is serving us quite well and
what ever changes it m ght need m ght just be on the
mar gi n.

Now | know you are not -- | do not want to use
the firmbiotech firns. These are research firns that
are really here and carry on a nuch broader set of
I ssues and concern thenselves with a broader set of

I ssues.
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So that is really our main interest and maybe
| could start off just by asking a question and the
rules here is you just press on this, the |light goes
on, and | try to recognize whosever light | see first,
and leave it on while you are speaki ng because that is
what anplifies this through the room

W began our -- one of the concerns we have
had really fromthe very begi nning of our conmm ssion
was whet her the federal protections, which really are
protections of independent review and inforned consent,
basically the two foundati ons on whi ch human
protections of human subjects are constructed, really
extended far enough. That is, as you know, we get into
that schene when you have experinents that use human
subjects if either they are sponsored by the federal
governnment or they sonmehow cone under the FDA auspi ces,
but we are really -- one of the things I am
particularly interested in is whether that needs to be
broadened to include, for exanple, all privately funded
research or any research anywhere regardless of its
fundi ng that uses hunman subjects.

So maybe | could start off that way by asking
what your views on that particular matter are. | do
not know whi ch one of you wants to speak first.

MR McKENNA: | would be happy to do that.
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DR SHAPI RO  Press your button, Dr. MKenna.

MR McKENNA:  Ckay. | will raise one point
about that in that -- well, first of all, maybe | --
what | would like to do is to start by just giving you
alittle bit of a background because --

DR SHAPIRO That is fine.

MR McKENNA:  -- we are not biotech firns.

DR SHAPIRO Right. And | apologize for
t hat .

MR McKENNA:  And to sone extent the -- it is
alittle bit hard to use the word "research" and say,
well, what is it that these people do so let ne say a
little bit about that.

DR SHAPI RO Thank you

MR. McKENNA: W are an organi zation that does
contracts and grants with industry, governnent,
academ c institutions and foundations. Some of the
work is investigator initiated, sone is collaborative,
as a partner with other investigators. Mich of it is
serving as a support contractor to governnment agencies
in support of their research initiatives and where the
work in which the contractor organization is doing may
be consi dered research or nmay not be consi dered
research but is sinply operational support and the

responsibility for the research lies with others.
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| think that the problenms with human subjects
I ssues that we see actually varies a bit or maybe |
shoul d say quite a bit depending on the type of
arrangenent that we -- you know, that is enployed in
the contract. So the devil is in the details.

Wth the investigator initiated research, |
think that | have only been here for part of the
session but | would say for ny part we do not have much
to contribute that is any different or nore than what
you have heard ot herw se.

Onthe -- | want to cone back to this point of
these differences in a bit and tal k about a speci al
probl emthat we have but, first, | guess, let nme say
that as an organi zation that is a nmultiple project
assurance hol der the notion that there are different
standards for -- depending on whether a contract nmay
have human subjects requirenents in the contract is not
ri ght because at |east in our case the nost recent
mul ti pl e project assurance that we reached with OPRR
requires us to apply the sane standards to governnent
and i ndustry work alike.

DR SHAPIRO Is that -- and that is the sane
thing that is true of many academ c centers whi ch have
mul ti pl e product assurances. |[|s that common in the

i ndustry as you understand it that nost places either
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t hrough mul tiple project assurances or through any
other set of commtnents they nmay have treat their
human subj ects or have whatever protections are
appropriate for human subjects pretty nmuch the sane

regardl ess of the source of funding? |Is that common to

all your -- yes, Dr. Ross?

MR ROSS. | would say, for us, no. Most of
our work -- we do not do clinical work and we are
definitely not a biotech firm | would classify our

wor k as denographi c survey research, eval uation
research. W have a multi-project assurance through
USAID. W have -- we use single project assurances
with the rest of the world.

Cearly with the USAID work the standards that
are being maintained are quite different. W did not
even begin to consider the USAID projects until about
three years ago when USAID adopted a very different
stance on international work and said we really need to
start | ooking at these.

The difficulty with nuch of the international
work is our collaborators are usually the statistics
agency in that country. GCenerally the statistics
agencies in those countries do not viewthe
participation in the research as voluntary. They view

it as mandated, nmuch as we view, |let's say,
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participation in the census. It is nmandated that those
who are sel ected participate.

In addition, given cultural differences, what
we are told is if you tell people this is voluntary,
that you can withdraw at any tine if you change your
mnd, and if we present that the way we typically would
inthe US , we will create a denmand characteristic
that will cause people to think, oh, I amnot supposed
to do this. That is just an exanple.

Wien we confront situations with DOD funded
research we find sonething else entirely. | would say
we were -- we really did not know how to handl e t hat
when we were assum ng that we could offer the same kind
of confidentially or anonymty we woul d be accust oned
toinnon -- in civilian — research, but we were told
i nstead that, one, we could not prom se confidentiality
and, two, we could not prom se that there would be no
ram fi cati ons based on responses on the assunption that
t he respondent's body was a weapon and if anyone was
doi ng anything i nappropriate with that weapon that that
was considered a violation of their obligations to
t hei r enpl oyer.

So we find very, very different standards
based on the situation and it is not sonething that we

really know how to deal with. W accept the fact that
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there are differences.

DR SHAPI RO Thank you. Any other coments
on this question fromthe other panelists? Yes?

M5. COLETTI: | think our experience is nore
simlar to M. MKenna's where our corporation does a
variety of work simlar to what he has described. The
| argest share of our work is done for either federally
or state funded governnents. W also do sone work with
foundati ons and other public sector or nonprofit
fundi ng organi zati ons.

Anot her smaller portion of our work is in
doi ng business with private sector clients and that
i ncl udes sone pharmaceutical conpanies. Wat we have
chosen to do as a policy in the conmpany is that all of
our work that is in these -- what we call our
governnment sector -- is all subject to potential review
by our IRB and it is regardless of whether it is funded
by a federal governnent, a state governnent, an
organi zation, a nonprofit or foundation.

It has been in the last few years that we have
gotten into business related strictly to clinical
trials of investigational agents and because the
hi story of our conpany has been doing nore social and
policy research, and that is the strong expertise of

our IRB, we have elected to coordi nate and work when
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necessary with other comercial |RBs or other

col | aborative IRBs to assist and do the | RB revi ew of
our clinical trials work because we felt that needed
addi tional expertise that our IRB built on our
foundati on of social and policy research could not
really address all of the clinical trials issues.

So we sort of have that two pronged approach
but in principle -- | mean, our policy is to apply the
sanme standards to all projects throughout the conpany.

DR SHAPIRO So if | understand the case at
Abt that all the work involving human subjects woul d
have | RB revi ew sonewhere. It nmay be your owmn. It nmay
be soneone el se's where the expertise is sitting -- at
| east nore expertise than you believe you have, but all
the work woul d be I RB revi ewed one way or anot her.

M5. COLETTI: Yes. As long -- | nmean, that is
-- all of it would be subject to potential |IRB review.

W have a lot of projects which we mght talk about a
little bit later today where you get into a gray area
where it is not always clear that IRB reviewis
required. It may be exenpted from I RB review by the
regul ations but the IRBs purviewis to | ook at
everything equally across the board regardl ess of
fundi ng source.

DR SHAPIRO | apologize. | msspoke. | did
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not nean to say it actually had to conme before the IRB
because it m ght be exenpted or expedited and so on
according to existing regul ations.

M5. COLETTI: Right.

DR SHAPIRG Yes, Dr. Kaul?

DR KAUL: | would just like to add to what
Anne was saying. | think we have chosen this bipronged
approach because when we do clinical trials we are
operati ng under FDA regul ations, which are different --

DR SHAPIRO R ght. Required.

DR KAUL: So | just wanted to sort of throw
that in.

MR McKENNA: Could | add sonet hing, though
to finish off the answer to your question?

DR SHAPIRO On, certainly. Yes, absolutely.

MR MKENNA: | think that it sounds |ike you
have three organi zations here that all have multiple
proj ect assurances.

DR SHAPI RO Yes.

MR. McKENNA:  There are nmany smal |l er
organi zati ons who do not and so what we nay say about
the extent of our reviews clearly do not apply to
organi zati ons who do not have an MPA and, therefore,
are not conpelled to review, you know, the broad scope

of things and may review only what appears to be
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required to be reviewed under the specific contract in
questi on.

| guess the other thing | wanted to say is
that the group that you have here are all organizations
that are large in the social and denographic research
area. They are major governnent contractors. They all
do sone private industry work but we do not represent
the bul k of the CRO industry obviously.

DR SHAPIRO Yes. | understand that. Thank
you very nmuch for the clarification.

Larry?

DR MIKE | just wanted sone clarification,
for exanple, fromAbt. You obviously do directly
research in the soci oeconom c area but when you get
into the clinical trials area you are basically like
M. MKenna then. You are contracting with a
pharmaceutical firm you are managi ng the conplexities
of multi-center trials, et cetera.

In your case, M. Ross, you are distinguishing
about what are your obligations donestically versus
internationally. |Is that what | hear you sayi ng?

MR ROSS: Bear in mnd the kind of research
we do. We do not do anything vaguely resenbling
clinical trials.

DR MIKE R ght. And when you tal ked about
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t he kinds of research that you assist other countries
In doing you are dealing wth mainly statistical
agencies. Are they typically governnment agencies that
you are dealing with?

MR ROSS. Typically, we are al ways worki ng
Wi th a governnent agency. W nmay al so be working with
uni versities. On rare occasions we are working with
private organi zations, but that is very rare. There is
al ways a governnment agency i nvol ved.

DR MIKE Ckay. And do you perceive that
when you work with the governnent agenci es abroad that
were you working with themin the United States that
you woul d have had to change your procedures in terns
of human subjects protections or would those activities
since they are probably mnimal risk -- well, except
that the way you describe it sone of these are not
m ni mal risk but would they have, in general, fallen
under the exenption categories under the current
federal regs?

MR ROSS: Yes.

DR MIKE  Because nmany of the kinds of
activities wth governnent agencies are.

MR ROSS: Yes. Mst of themwould fall under
-- could fall under the exenptions. W would | ook at

t hem because if children are involved we woul d take a



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

118

| ook at the projects anyway because they are vul nerable
popul ati ons. However, the nost clinical thing we do is
an occasi onal seropreval ence study or, let's say, a
study of anem a anong young chil dren and wonen of child
bearing age. That is as clinical as we get.

DR SHAPI RO Thank you very nuch.

Let me ask -- | amsorry, Alta. D d you have
a guestion?

PROF. CHARGC  No.

DR SHAPIRO Let ne ask a question. Al
right, Rhetaugh. | do not like to ask all the
guestions so, Rhetaugh, you have a question, go ahead.

DR DUVAS: Well, | needed sone clarification.

| noticed that both M. MKenna and M. Ross are |IRB
chairs and | do not have a vitae of M. Ross but, M.
McKenna, can you tell ne a little bit about the
argunment -- your organi zation that has the executive
vi ce president and chair of the conpany serve al so as
the I RB chairperson who al so participates in the
project -- in the devel opnent of technical aspects and
review of projects internally? How do you juggle all
of those multiple responsibilities and assure that
there is an objective review?

MR MKENNA: Well, | think there is -- first

of all, if it says that | amin detail -- you know,



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

119

involved in all the details of the project, generally

that is far fromtrue. | amquite a ways fromthe
details of the project. If | amvery close to the
project | cannot sit on the -- as either the chair or

even a nenber in review ng an individual project.

| think that there is a -- you know, there is
al ways a tension between these roles and one has to,
you know, do the best you can at being careful to be
sure that you are, you know, neeting the -- neeting the
standards that one would expect of an |IRB nenber, and I
think | amable to do that.

I think I have a good understandi ng of the
organi zation and I am able to nmake sure that people
understand the requirenents and that | think it cuts
both ways as both a positive a negati ve.

DR DUVAS: Was it a deliberative decision
that the executive vice president and chairman of the
conpany woul d al so serve as the IRB or did that just
happen?

MR MKENNA: It is a historical thing. | was
actually -- I was in -- | have been in the -- | have
been with the IRB for probably close to 15 -- 10 --
over 10 years anyway and | have only been in this
posi tion for about six.

DR DUVAS: OCh, | see.
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DR SHAPIRO Ckay. | have sone questions.

Larry, do you have a question?

DR MIKE Yesterday we heard from peopl e who
di d denographi c research, historical research as well
as science research, and several of themwere quite
adamant about how i napplicable the Common Rule is. Now
you people do both so can you -- | would Iike to hear
fromyou who do both whether they are just fundanental
di fferences and you would rather dunp it or change it
for one side or it works fairly well?

M5. COLETTI: | do not think that there is a
conpletely straightforward answer to that question
because there is such a range of sonme of the -- what we
call our social and economi c policy research. There is
such a range involved there. This is actually one of
the things that we tal ked about a ot in preparing to
conme to this neeting today.

A lot of the work that we do we woul d cal
sonething like a program eval uati on where a gover nnent
agency institutes a new programor policy and we cone
on board to evaluate, for exanple, the cost-
ef fectiveness or the inpact of that eval uation.

And typically programevaluation as it is
| abel ed that way woul d be exenpted fromthe research

regul ati ons.
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Now i n sone cases that evaluation is nerely
obt ai ni ng sone kinds of information fromthe program
Itself, evaluating it, synthesizing it and comng --
putting together sone recommendations or a synthesis of
findi ngs about, you know, what is going on with that
progr am

In other cases we are provided information
sonetinmes |inked to a person's nane and address and
other identifiers, sonetines not, where we have
confidential information about that person and that
research is not necessarily reviewed by an I RB and
t hose participants do not necessarily give inforned
consent to be part of this evaluation

And | think what needs to happen is in sone
cases | would feel like, yes, that shoul d have been
reviewed by an | RB dependi ng on the subject matter and
the information that is being obtained. |In other cases
It is avery, very mnimal risk situation where you
could easily nake the argunent that it should not be
revi ened.

So there is sort of the risks and the benefits
for the individual to consider in weighing this
determnation and then there is a | arger issue.

And | think the larger issue is what are the

i mpacts on the participants in the program and | arger
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society if these evaluations are not done, if we are
not able to answer policy questions about what these
prograns and policies are doing.

And if you think about adding the burden of
addi tional 1 RB review and additional informed consent
Into the context of these prograns that could actually
have an adverse effect on the programitself. And an
exanpl e that we tal ked about woul d be sonething --

t hi nki ng about a WC program for wonen, infants and
children. If all of the participants in a new WC
program or who are, you know, newly involved in WC
because of a policy change have to provide inforned
consent, for exanple, or do a rel ease of information,
or if sonehow that type of research has to be revi ewed
by an IRB, is that going to adversely affect
participation in the programand that kind of thing.

So | amnot saying that there is a straight
forward answer to this. | think it is a very inportant
question to be asking because | think in sone cases
that I RB review and i nformed consent should be required
for sonme of these prograns and policies. | mean, sone
of the research on the prograns and policies.

In other cases, | do believe that the risk is
m ni mal enough where you are not addi ng additi onal

protections and probably may not be worth the
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addi tional burden placed on the research and the
progr am

I know | have kind of ranbled on a little bit
there but if you have any questions about it.

DR SHAPIRO | do have a question about that.

I just want to clarify in ny own mnd what it is that
you have just said. Cbviously there are cases where
I nformed consent can be wai ved when things are m ni na
and so on even if you are subject to a fornal IRB
oversight, if not review by a conmttee. | certainly
understand that and for good and sufficient reasons.

But | have never really quite understood why
sonmeone who is doing an evaluation for interna
pur poses, evaluating let's say an ongoi ng program of
sonme kind, you mght think that the whole thing is
exenpt period vis-a-vis a researcher who does the exact
sanme thing with the exact sane information and exact
sanme set of risks that should be treated differently.

| do not think you have suggested that but
maybe you did. | just want to clarify it.

M5. COLETTI: No, | do not suggest that all.
| think that the sane regul ati ons should apply to
whoever is doing the research

DR KAUL: | would like to add to what Anne

was saying. | think any time when Abt IRB is reviewng
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sonet hi ng and they are unsure about sonething, | think
It works pretty well for us, they involve our clinical
trials division to give them sone feedback whether this
Is clean or is sonething that shoul d be discussed
further.

And since in our clinical trials division
bel i eve we operate under nore stringent regulations we
are able to hel p them out whenever we can and | think
when you nake the decision that it ought to be reviewed
and what not, then we -- if they need ne or sonebody on
nmy staff in the nmedical group -- function as a
consultant to that Abt IRB in reviewing that particular
appl i cati on.

DR SHAPI RO Thank you

Dr. Ross, could | ask you a question? You
mentioned, and | certainly understand that dependi ng on
whet her you are doi ng research here or abroad things
may work out differently, you may have different kinds
of procedures, different kinds of approaches are
necessary in order to acconplish your work.

| amwondering if you can give ne an exanpl e
of that. | amtrying to think about whether there is
work that you do here that you could not do abroad or
vice versa. |If | could get sone kind of feel for that

in the area of the surveys and the anal ysis of |arge
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datasets and things |ike that which you apparently are
wor ki ng on.

MR ROSS. As | said before, I would consider
that virtually everything we do falls into the category
of mniml risk anyway.

DR SHAPI RO  Yes, right, | understand.

MR ROSS: The primary differentiations are
t hat when you are doing this USAI D funded research or
other international research where we are essentially
| ooking at issues of maternal and child health on child
survival issues, the anem a studies, you cannot over
play the voluntariness of their participation partly
because the col |l aborating statistics agency in that
country, the governnment of that country views this as a
mandat ed activity for those who are participating or
t hose who are sel ect ed.

Simlarly, we are very careful here to make
cl ear that having given consent does not nean that this
consent is not revocable, and that at any tine if you
change your mind you can withdraw. W do not over play
that either because that would cause a very high -- we
believe it would cause a high degree of w thdraw,
because people believe that is what they are being
asked to do.

Essentially we are trying to work with those -
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- the governnents in a manner that they consider to be
appropriate wthout really conprom sing our own
st andar ds.

DR SHAPI RO Thank you.

Let nme ask -- excuse ne. Larry?

DR MIKE But that is not -- that particul ar
situation is not very different fromhere. |If you are
in a public benefit programin this country you are
obligated to participate in an evaluation of it. | was
just -- the part that | heard you earlier was that
soneti nes you feel unconfortable about the kinds of
nore coercive tactics that a foreign agency woul d
enpl oy when you are working with themin order to get
participation.

MR ROSS: | think our greater concern in our
i nvol venent in DOD funded research is very |imted, but
| would say that is where our | RB had nmuch greater
difficulty where | think we are glad we have not had
nore to deal with because we could not reconcile that
framework with the one that we are accustoned to
operating in.

MR McKENNA:  Let ne add to that. |In sone
I nternational work that we have been involved with as a
support contractor to an intranural agency of the

federal governnent that was working in collaboration
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wi th a governnent agency in another country, and this
woul d be a country where you mght consider it
rel ati vel y underdevel oped and where the standards are
not the sanme standards of care that we have here, and |
think it is fair to say that the nonitoring using U S.
standards and using U S. people is less than it is over
t here.

DR SHAPIRO WIIl, do you have a question?
WII?

MR, OLDAKER  No.

DR SHAPIRO Let nme ask a question which
real ly asks you to think about this all in a slightly
different way. In your own experience as you run up
agai nst the various rules and regulations that are --
you are required to conply with here in this country,
are there aspects of that oversight systemwhich are
bot her sone, counter productive, irritating, et cetera,
that you think requires sone change and everyone woul d
be better off?

MR MKENNA: Can | be first?

(Laughter.)

DR SHAPI RO  You can be first.

MR. McKENNA:  Well, in general, | think that
we think that the systemworks quite well. There are

some things that are perhaps in the details that froma
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contractor's perspective do not work quite so well.
General Iy, when -- nobst agencies have | RBs, sone do
not. Sone of those are aware that contractors have
| RBs, sonme do not.

Program staff in agencies sonetines know t hat
the contractor IRBs are involved here and are obligated
to do certain things. Sone are not so aware.

And when a contract is put together there is a
determ nation nade within the agency as to whet her
sonet hi ng shoul d be exenpt or not, so when it cones out
to an organi zation |ike ourselves that has an MPA we
take a l ook at it and nake our independent judgnent
about it and the first question that conmes up is: ‘why
are you people doing this.”

There is -- often tinmes there is agency
review. There is a review by collaborating partners
and when a contractor is comng in as a support -- in a
support role often tinmes having little or no --
sonetines having little or no involvenent with the
science or little or no involvenent at even shaping the
-- kind of the technical aspects of the work but -- and
may or may not have a big role in informng the
potential study subjects and trying to recruit them
into the subject -- into the study.

The -- it would be -- | think it would be
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hel pful to have nore sharing of information between the
governnment and contractors and IRBs as well with nore -
- | guess bringing governnent people up to speed with
respect to, you know, what the contractor's
responsibilities are.

And then, | guess, on the other side is that
soneti mes when we are brought into these things and we
have a very small role, nmaybe no role, sone would say
no role on sone things, and yet the requirenents if we
decide that this is sonething that we have to take a
| ook at, we do not take a | ook just at what we are
doing, we have to take a | ook at the whol e project.

And then we have to go out and either find the
scientific expertise to bring in to review the whol e
project or we go to the agency and we try to devel op a
cooperative agreenent under which that coul d be
provided for us. And we try to do that as nuch as we
can and we would like to do nore of it.

DR SHAPIRO Let ne just ask you a question.

One of the suggestions that canme up in the | ast panel
and a suggestion we have heard before is that there are
too many projects in which too many | RBs have to give
approval, and that is just inefficient and so on.

If there were a systemof accredited | RBs

where we knew which | RBs were accredited and which were
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not, would you feel satisfied that if an accredited I RB
approved the whole project that you would feel after a
qui ck review but you would feel satisfied that you did
not have to use your own |RB or would that not give you
any satisfaction at all?

MR McKENNA: |If there were a process in which
we could participate on a trial basis and nmai ntain our
own IRB until we becane confortable with that, that
woul d make a difference.

DR SHAPI RO Yes.

MR McKENNA: |If there were a process in which
we coul d, you know, contribute to the IRB and not be

held at an armis |length that woul d nake a difference as

wel | .

DR SHAPI RO Yes.

Ata?

PROF. CHARO | would like to foll owup on
that if | may because the -- | think there is

absol utely wi despread agreenent that the redundancy of
the systemis a drain on everybody's tine. The
guestion is how one woul d acconplish sone kind of
streanl i ni ng.

Now wi th the previous panel | was asking
guestions about how one would anticipate a central |IRB

functioning when there are differences in substance in
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the way in which the | RBs approach certain questions
wher e reasonabl e peopl e can di sagree. Reasonabl e
peopl e and reasonabl e | RBs di sagree on conpensati on

| anguage, on the inclusion of wonen and mnorities at
certain stages of the protocols, on the issue of

di scl osure of investigator's financial interests in the
recrui tment process, et cetera. | nean, the list is
fairly | ong.

So now speaking as | RB chairs where your |RB
has nmade deci sions about how it wants to approach these
questions, how would you find a systemwith a |lead | RB
-- how woul d you find a systemthat is nost confortable
for you in terns of who selects the lead IRB, the
degree to which the lead IRB is subject to appeals by
the other IRBs that are buying in, especially in areas
where it is not sinply a matter of having tagal ong
studi es and such but really there is a substantive
di sagreenent that either needs to be resolved or you
are out of the multi-center study.

Can you inmagi ne a structure that woul d nost
accommodat e your concerns for elimnating redundancy
and at the sane tine not losing the ability to
I nfluence the structure of the protections that will be
| nposed?

DR SHAPIRO That is for anybody on the pane
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who woul d |i ke to answer that question.

M5. COLETTI: | do not think I can answer that
question. | amnot a nmenber of Abt Associates' |RB,
but | agree in principle that there is a |ot of
duplication and redundancy in the system

One other aspect | would throw out and | think
it wll probably only conplicate things is that we --
as an exanple, we work in a coll aborative network now
that is funded by the NIH with subcontractors through
our conpany that are actually the clinical sites that
do a study and we are in the position act the request
of our client, the NNH, to review the infornmed consent
fornms and other materials that the | RBs have approved
at our clinical sites.

And we have observed in sone cases, and this
I s speaking mai nly about academc IRBs, but it appears,
and | have not obviously spoken with the people who
represent these organizations, that a lot -- the
Institutions seemto review -- to perceive |IRB review
in addition to protecting human subjects as al so
protecting the institution in a legal or liability
sense. And a lot of the things that the IRBs are
asking to put, for exanple, in to a consent formor to
clarify or to add to a protocol or other, say, patient

information materials seens to be there nore for the
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protection of the institution than necessarily for the
protection of the participants in the study.

So as you think about sonething |ike a centra
IRB or a lead IRBin a collaborative situation
institutions may have issues with that because of the
way they see what the IRBis doing for participants in
the study as well as for thensel ves.

DR SHAPIRO M. Ross?

MR ROSS. Very often we are involved in
situations where nmultiple organi zati ons are doi ng
different pieces of a project. In situations
especially where we are a subcontractor are doi ng work
that is clearly survey research and is -- and could be
considered exenpt, if the prime contractor is funded,
say by NIH, they may be adanmant that we have to give
them an assurance. And we will proceed to go through
t hat process.

But we can very often get into a situation
where anot her | RB expects nuch nore -- nuch less than
we would think is appropriate. Say a witnessed witten
i nformed consent for a survey of adults on nonsensitive
information |ike that should not happen, but it
happens. | do not think we are going to resolve this
sort of thing without a whole | ot of education of |RBs.

People join IRBs and they are educated locally and are
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basically falling into local traditions of what that

| RB perceives its responsibility to be and | think that
will continue without a whole |ot of education and | do
not know how you deliver that.

MR MKENNA: | would like to answer that
question by giving you the standard researcher's
answer, and that is nore research is needed and | think
on an experinental basis. | think that the answer is

not the same for every institution and every situation.

| would like to see a situation in which there
m ght be sone experinentation done in sone settings
with the notion of a central IRB and trying to foster
I nput fromthe participating partners and support
contractors to get it all as right, you know, as best
you can. | think that is the best way to nake
progress on this thing.

DR SHAPIRO In your firnms, those who serve
on your |IRBs, do they get any training? How do you
satisfy yourself that the I RB nenbers are doi ng what
you woul d expect themto do?

M5. COLETTI: In our conpany the IRB -- as new
menbers cone on the I RB chair does sonme one on one
training and also all nenbers have done and continue to

do training through OPRR and PRIMR and that is an
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ongoi ng process.

W also are in the process of doing that sane
kind of training but froma different perspective for
all of our project directors who work in the conpany so
that they are nore aware of what the issues are and
what the IRBis going to be |ooking for and that kind
of thing.

DR SHAPIRO Is that also -- is this sone of
your other experiences, the experience of other people
her e?

Yes, Bernie?

DR LO | would like to ask a follow on
guestion about how you run your IRBs. M inpression
fromfriends who have worked for firnms like yours is
that they have to do very careful accounting of their
time and to whomit is charged to or what project it is
charged to.

When one of your enpl oyees serves on the |IRB
or is vice-chair or chair, howis that allocated in
terns of their support? Does the institution support
that? Does your organi zation support that out of
overhead costs or sone other costs as opposed to the
academ c systemwhere it is voluntary fromthe
perspective of the IRB nenber? And questions,

therefore, raised about whether they really are putting
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the time in that it requires. | just wonder how you
account for that.

MR. McKENNA: I n our organization it is a part
of the overhead and we expect people not to do it after
hours. | nmean, sure, they have to spend tine after
hours reading the materials that have been sent to them
and studying up but it is a part of our norma
oper ati ng expense.

DR LO And if | could ask real dollars and
cents things. How nuch do you support people to say
chair an IRB or to be a nenber of the IRB? | nean, can
you give us sone sense? | nean, | amtrying to get a
sense of what academ c institutions ought to be putting
In to supporting their IRBs in dollar terns.

MR, McKENNA:  Well, we pay what sone woul d say
Is a -- what the potential nenbers say is a very, very
nodest anount. W pay outsiders $500 a day for the
tinme that they put in and what we pay -- we give people
I n-house is they get no nore/no less. It is just they
are just asked to allocate their tine to this or that.

M5. COLETTI: Qur experience is very simlar.

It is an overhead cost that the | RB nenbers, you know,
t he people who are enpl oyees, it is covered that way.
| cannot give you direct information about how -- what

| evel of effort each IRB nenber is putting into it.
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The IRB neets quarterly and then also with ad hoc
neeti ngs as needed for projects that want to get
started nore quickly.

W could also give you information -- | do not
have it here nyself but there is a budget that is, you
know, specifically set aside wthin the overhead pool
for IRB activities.

MR ROSS. M answer is different fromthe
other two. W viewthe IRB activity as nonconpensat ed
time. We neet at lunch tine. W buy |unch.

DR SHAPI RO  Ber ni e?

DR LO If | could just say that because
think this is a big issue for firns not |like yours, if
we can cone back to you at sone point to help us get
I nformation on how this mght be costed out say in an
academ c center that would be really hel pful

DR SHAPIRO An aspect of that that | am
particularly interested in, and maybe this is a detail
whi ch you could explain to us separately, and you w ||
forgive ne if | do not fully understand how
prof essi onal services are billed out and conpensat ed
for in your firnms, sonmeone who is spending tinme on an
IRB is not spending tine wwth a custoner. Therefore,
not generating revenue. Therefore, not doing a | ot of

things that are very valuable in this firm At |east |
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bel i eve they woul d be val uabl e.

How does a firmsort of deal with this in
principle? | nmean, you have a very val uabl e nenber who
could be out there and getting the benefits of
generating the revenue. How do you deal with that?
How do the people think about it?

M5. COLETTI: In ny opinion the conpany feels,
and | think this is pervasive throughout the conpany,
that the role of the IRBis critically inportant and
that is why there is professional tine set aside from
ot her revenue generating things.

DR SHAPIRO | see.

M5. COLETTI: So that the people -- you know,
they are saying -- for exanple, our |IRB adm nistrator,
25 percent of her tinme every nonth no matter what is
set aside for IRB activities and, you know, so she is
billing for revenue reasons 75 percent of the tinme to
other clients, the conpany is paying for her tinme for
at | east 25 percent of her tine.

DR SHAPI RO Thank you. That is very
hel pf ul .

Yes?

DR KAUL: Just sort of adding further on
that, froma revenue standpoi nt our organi zations

usually are -- we have a target bill-ability or charge-
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ability.

DR SHAPIRO Right.

DR KAUL: And, therefore, you try to nmaintain
t hat pool and whatever is noncharge-able that accounts
for the overhead and adm n costs and IRB things so it
does not inpact the revenue. Hopefully, if your charge-
ability where you want it to be.

DR SHAPI RO  Steve?

MR HOLTZMAN. Let's be clear if it is
overhead it is billed into -- it isinthe billing rate

anyway fromthe people who are actually --

M5. COLETTI: | mean, the way -- Inder and |
have -- we work in different parts of the conpany and,
for exanple, when you bill out to a federal contract it

I's your |abor tinme plus an overhead rate.

MR HOLTZMAN:. Right. But see ny point was
not to be critical of that practice. It is the fact of
very sinply that it is not as though there is a
contribution of this time that would, therefore, act
agai nst conpanies wanting to do it. There is a
rei mbursenent via either your indirect or your direct
overhead rate.

M5. COLETTI: That is right. Everybody is
paying for it.

DR SHAPIRO So there is no economc
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disincentive to participate. That is what you are
saying. That is what | was trying to get at and that
I's how it sounded.

M5. COLETTI: The only disincentive is one --
a conpany could choose to not include IRB costs in
their overhead rate and take that out and then your |IRB
rate would be | ower or you could put in sonething el se
as part of your IRB rate.

DR SHAPIRO | understand that.

MR. McKENNA:  You are right about the fact
that there is no economc disincentive. Wuat we would
like to see is that the other organizations, including
the academ c institutions, also get to the sane

position we are so that they put it into their

over head.

DR SHAPIRO Yes. It is understandable.

Now | think Abt has already nentioned that you
use external IRBs. | was not sure if those were

comercial IRBs or do you use external firns who have
| RBs or professional? Which IRBs do you use
external | y?

DR KAUL: Commercial |RBs.

DR SHAPIRO | see. |Is that the sanme thing
that you find yourselves in your experience using

commercial IRBs at all?
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MR MKENNA: W have not done that. W have
actually asked -- been asked to be a commercial |RB.

DR SHAPIRO | see.

MR MKENNA: And we tried it once and it was
not -- did not suit us and we would not do it. But we
have not used commercial IRBs. W have often tines
teaned with academc institutions in which either --
and with other prinme contractors or subcontractors in
which it was determ ned that one or -- that a group not
Westat m ght be the place where the | RB rested.

| would like to make a comment about the
commercial IRBs and what | think is a real potenti al
for us and that is that in surveys when you are trying
to represent the entire population, let's say, of the
U.S. small physician practices or clinical hospitals or
organi zati ons, whatever they are, cone in to the sanple
in the same proportion to the, you know, extent they
exi st in the popul ation.

And many tines those groups do not even have
an |RB and you would lIike to have them brought into the
study so that you do not bias the study results.

Taking themto a community group in an academ c center
and saying would you be willing to provide oversight to
this organization is often tinmes unsatisfactory and

does not work.
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And we think it is inportant to provide
representation of these groups into the research and we
would like to see sonme ways in which central or
commercial IRBs, | amnot sure what the difference is
exactly, could be utilized effectively.

DR SHAPI RO  Larry?

DR MIKE A couple of questions. One on the
overhead rate. Wat | hear is that, okay, you can put
the IRB costs in an overhead rate but it is not easy to
change the overhead rate so obviously it is not sinply
for us to say, well, you know, we shoul d support |RBs
nore and you can do it through your overhead rate.

Sonet hing has to give, right? So it is not as sinple
as that.

| want to know why you had problens wth being
a comercial |RB.

MR MKENNA: It was not a project that we
were invested in and we felt that -- if it is our
project we are quite willing to put in the resources to
do the job necessary to get on top of all the issues.

If it is not our project -- maybe it is just a matter
of mass. If we had, you know, 10,000 of these in an

area and we could put themall together, certainly we
m ght be able to get confortable with all of the

resources that we needed to bring to bear to do the
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quality job but we were not there and we did not want
it.

DR SHAPI RO Thank you

Eric?

DR MESLIN  Just a quick question about
indirect costs and the like. The comm ssion is either
famliar with or wll soon be famliar with the nunber
of options that institutions face regardi ng paynent for
IRBs within the indirect cost rate and the 26 percent
overhead that is now required is supposed to include
| RB servi ces.

| wonder if any of you have experience with or
suggestions for the commssion as to how it m ght be
nore efficient to resource | RBs, knowi ng that there are
sonme current constraints on where funding for | RBs cone
fromgiven that you have multiple relationships and
have probably experienced a variety of ways by which
IRB and review activities can be resourced.

Do you have any suggestions that you mght in
a sense wish to nake that the comm ssion mght wish to
suggest ?

MR. McKENNA: | do not know what the 26
percent thing is.

DR SHAPI RO The 26 percent thing is what

uni versities face with respect to the maxi mnum over head
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rate for certain subcategory of indirect costs and it
IS capped at 26 percent and so this is where the IRB
costs would fall into that category. Therefore, since
nost universities are already at the 26 percent rate
for those adm nistrative costs, adding new

adm nistrative activities nmeans you cannot pass that
cost on. | nean, that is -- | believe that is what you
were referring to.

DR MESLIN  Yes. Thank you.

M. COLETTI: W have experienced a situation
where an academic IRBwll, in fact, charge the sponsor
of the study for their review so they becone |like an
academc -- | nean, like a commercial IRB in that case
and it is usually a flat rate but that is one way where
It is not directly comng out of the overhead pool
where they could do that.

As that happens, you have to think about
I ssues -- there is a lot of sort of financial conflict
of interest issues that | think are happening
particularly in academ c institutions now where a | ot
of institutions are conpeting for research funds from
federally funded, governnent funded and private
sponsors.

And | mnean think about bringing five mllion

dollars for a new protocol into your program and, you
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know, is it -- how hard or easy it is for the IRBto
say -- toreject a protocol froma paying custoner and
that ki nd of thing.

So |l realize that is a slightly different
issue. It is like sort of the flip side of the coin
there but to get back to your original issue, | know we
are aware and have worked with IRBs that actually do
charge a fee for their review to the sponsor

DR SHAPI RO Yes, that financial conflict
al ways exists within the organi zati on, whatever their
nature is, who is carrying on a project and doing |IRB
review at the sanme tinme. That is correct. That is
sonmething that is sort of built into the systemas it
currently exists right now

Do you run across any other financial
conflicts of interests that you observe in your work
either with universities or with other organizations?
I's that somet hing which cones up often or hardly ever?

M5. COLETTI: It does not cone up often but
agai n going back to the one project | referred to where
we subcontract with clinical sites. This is federally
funded work but in collaboration with private conpani es
that are devel oping the investigational products.

Sone of our investigators do have financi al

interest in the conpanies of the product that they are
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i nvestigating and the new FDA regul ati ons having to do
with financial disclosure are addressing that but there
are those financial things going on.

DR SHAPIRO  Marjorie?

DR SPEERS. The conm ssion passed a
resolution a couple of years ago stating that all
I ndi vidual s who are involved in research should have
the protections of inforned consent and | RB review.

That neans then that research, whether it is federally
funded or not federally funded, should conme under
federal oversight.

If the federal regulations were expanded to
the private sector, what would be the inplications of
that for conpani es such as yoursel ves?

Now | know that Westat has a nultiple project
assurance from DHHS, Macro International has a multiple
proj ect assurance from USAI D.

Abt Associ ates, | think, does not have a
mul ti pl e project assurance but uses the single project
assurance nechanismfor federally funded research.

M5. COLETTI: That is correct.

DR SPEERS. So what woul d be the inplications
of expanding the federal oversight systemto al
research?

MR ROSS. It depends on how you define
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research and it -- our biggest issue, frankly, is we do
a great deal of market research that we woul d never
ever -- this is all exenpt. It is straight survey
research. There are no vul nerabl e popul ations. There
is -- we give no thought right now to bringing that
under the purview of the IRB and | cannot inagi ne doing
that either. 1 do not know whether you are suggesting
t hat .

If that were the case operating an | RB woul d
be a full-tinme job. Being an | RB nenber would be a
full-tinme job.

DR SHAPIRO Yes, Ms. Coletti?

M5. COLETTI: | would agree with that. Wat
It means is that, you know, | would -- by sort of
vol une, about 60 percent of our work at Abt Associ ates
I's what we consider to be our governnent |ine of
busi ness and i nvol ves human subj ects. Another ten or
twel ve percent is in our clinical trials group. That
Is all covered anyway but nobst of our work in the
governnment business is in the program eval uation that |
described earlier and it would definitely, you know,
I ncrease the burden on the I RB and again on the
prograns if you are tal king about infornmed consent in a
formal way, in a witten docunented way for all of

t hose prograns as well.
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DR SHAPIRO Well, | think that you are
right, of course, that the -- and sonething which we
are in the mdst of struggling wwth, it all depends how
you define research or which activities fall into that
category and which activities fall out of it, and one
of the things that we are struggling with i s whether we
shoul d take a rather broad approach to the definition
of research and then increase the nunber of things that
are exenpted. So things that sort of automatically --
or you can go the reverse way around obviously and try
to define those things first and have a narrow
definition of research, and in that category exenpt
many fewer things.

So you are quite right to point to that. That
I's an essential aspect of this and sonething which is
going to be central to our own di scussions as we go
ahead.

Thank you.

Any ot her questions the nenbers of the
comm ssi on have this norning?

MR MKENNA: Let ne just add one point to
t hat .

DR SHAPI RO Yes.

MR McKENNA: | would certainly agree with the

other folks here that there -- for voluntary surveys
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that are quite -- the level here is at a very low | eve
that the issue of let's say privacy to ne is -- well,
the issue of recruiting people into this studies is --
| do not think there is a great risk here. However,
there are many agencies in which they have protections
of the confidentiality of the data and there are sone
that do not.

DR SHAPIRO R ght.

MR MKENNA: And if you are working for an
organi zation that does, you do not have to be concerned
so much about whether five years fromnow the data is
going to be kept confidential as it is passed on from
one researcher to another.

If you are working for a group that does not
in sone ways it would be nice if the agency had those
protections then you could say, hey, we are very
confortable with this and we are going to be
confortable even after the responsibility passes from
us to sonebody el se because at sone point we are out of
t he picture.

DR SHAPIRO | think your comment hits -- and
| thank you for it -- hits on a really very inportant
poi nt, which concerns either privacy or confidentiality
and how strong the systens are in any particul ar

situation to protect that and where those systens are
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very strong you can proceed in one way with a great

deal of confidence. |If they are not, you would want to
proceed in another way to provide the protections, and
In sonme sense there is a trade off here.

And it is at least ny owmn view -- | do not
know how ot her nmenbers of the conmm ssion feel about
this -- that that is an area where the current
regul ati ons do not do a very good job, either of
counting themas protections or of encouragi ng
confidentiality or systens that woul d protect
confidentiality, as opposed to persons who in all cases
cone and go. So that is, | think, an extrenely
I mportant point.

Steve, you had a question and then | think we
wi || adjourn.

MR HOLTZMAN: It is followi ng up on
Marjorie's question, which is maybe anot her way of
trying to peel back the onion.

Since you fol ks can get sponsorship from both
private and the fed, correct, and engage in a w de
range of activities, think about your logic tree as you
go through. | think what | am hearing, as you ask the
question first, is this human subjects research; yes or
no. If yes or if no, do you then ask a question who is

t he sponsor and as a function of who is the sponsor
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treat it differently or is it treated uniforny when
the determnation is nade of human subjects research
yes or no.

And, if so, then the issue of a sponsor or
whether it is at an institution which has an MPA
becones in one sense irrel evant because | think
actually if we could go back to the last panel that is
what | think you will largely find is the question of
sponsorship never really becones salient.

M5. COLETTI: It is the sane thing for us.
Everything is treated the sane regardl ess of sponsor

I woul d make one point, though, and it has to
do with our single project assurance. The way you
obtain a single project assurance is through the
contracting officer at the agency that is funding the
research. |If that contracting officer does not think
that that research requires |IRB review then that
contracting officer will not put you forward to get the
speci al project assurance.

Thi s has happened to us on a particul ar
proj ect where our Abt Associates' IRB felt that they
should be reviewing this project and they did but we
never received a single project assurance for our
revi ew of that because the agency felt that it was not

requi r ed.
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DR SHAPIRO Let ne thank you all very for

being here. | wll refrain from asking which pool of

costs your tinme went to this norning, but we really are

very grateful to you and | hope you will not mind if we

get back to you with sone specific questions as our
wor k goes on but thank you very, very much for being
her e today.

M5. COLETTI: Thank you.

DR SHAPI RO CGentleman and | adies, we are
adj our ned.

(Wher eupon, at 11:59 a.m, the proceedi ngs

wer e adj our ned.)

* * * *x %



